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THE PROTECTION OF INFANTS AGAINST TUBERCULOSIS* 


WILFRID GAISFORD, M.D., M.Sc., F.R.C.P. 
Professor of Child Health and Paediatrics, University of Manchester ; Hon. Physician, 
Royal Manchester Children’s Hospital ; Hon. Paediatrician, St. Mary's 
Maternity Hospital, Manchester 


[The lecturer began with a tribute to-Sir Leonard Parsons, 
saying : “ He was as humble as he was great, and was always 
willing to discuss problems, even with those many years his 
junior—treating them as equals and giving them that vital 
encouragement that means so much. As a clinician, a 
writer, a lecturer, a research worker, or an administrator he 
was equally outstanding, and as a friend he is unforgettable. 
In honouring, or perhaps revering is a better word, his 
memory to-day this University is paving just homage to one 
who served her more than well and enhanced her reputation 
in the paediatric centres of the world, and I am quite sure 
that this concerned him mach more than his own reputation 
ever did. He was particularly interested in the problems of 
tuberculosis in childhood, and would therefore, I believe, 
approve the title of this lecture and would also forgive—as 
was ever his wont—the many imperfections in the presenta- 
tion of the subject, appreciating only that it is offered as a 
tribute to him and an acknowledgment of the great debt 1 
personally owed to him for so many years of +kindness, 
encouragement, active help, and friendship.’’] 


I propose first to discuss the various measures available 
to protect infants from tuberculosis and then to describe 
the work we have done in Manchester in this connexion 
with various vaccines. 

The term “ infancy ” is an elastic one, usually limited 
to the first year of life, but, for the purposes of a dis- 
cussion about tuberculosis, it may properly be extended 
to the end of the second year. This is because it is in the 
first two years of life that resistance to tuberculosis 
seems to be particularly lacking—and therefore it is the 
most important and worth-while time to ensure all 
possible protection, taking every step to prevent expo- 
sure and also providing all such active procedures as 


will enhance resistance. 


Proneness to Tuberculous Infection 


Why are infants so prone toh tuberculous infection ? 
Clearly, the first and most obvious reason is because when 
very young they are at the mercy of any tuberculous adult 
who happens to come near them. Secondly, because it is 
customary among relatives and friends to pick up, and 
probably kiss, any new arrival as soon as he or she is “on 
show,” and this continues until the infant is able to exercise 
his active resentment in one way or another. Thirdly, be- 
cause, as soon as they can crawl, infants are exposed to the 
dust and dirt on the floor or ground where they are crawling, 
and may either inhale—or more likely ingest if they are at 
the “oral phase,” as the psychiatrists would term it—any 
bacilli lying around, as a result of sucking their fists. And 
tubercle bacilli can, of course, live for many weeks in dry 
dust, particularly when protected from sunlight. 


*The first of the 1954-5 Leonard Parsons Memorial Lectures, 
mo» vag - the — of Medicine, Birmingham University, 
on May 








This proneness is largely incidental. Is there any other 
cause affecting their resistance which, for example, renders 
them more prone to progressive lesions than children over 
2 years of age? For it is clearly evident from universal 
experience that after the period of infancy children enter a 
phase of relative immunity—that is, of being able to deal 
effectively with any save the most virulent tuberculous infec- 
tions—a state which persists until the early teens, despite the 
greatly increased incidence of tuberculous infection during 
this time. Also during this period they make their first 
contact with “mass humanity ” in the shape of school and 
classmates and have their general resistance lowered by re- 
peated upper respiratory infections and a succession of exan- 
themata. By the age of 14 years, approximately 40° 
of children in most large cities in Great Britain have had 
their primary infection, acquired, luckily, after the period of 
infancy, and in the majority of cases have successfully over- 
come it—often without appreciable (or appreciated) symp- 
toms. Clearly, then, there must be some special circum- 
stances at work in the first two years of life. 

Are the body’s powers of resistance inadequate generally 
during this time ? It would seem rather unusual that Nature 
should play such a prank; or is it that there is a specific 
lowering of resistance to tuberculosis ? 

Meningitis is a devastating disease, and meningococcal, 
influenzal, and pneumococcal meningitis are most frequent 
in infancy, yet to-day the mortality from all three can be 
almost negligible. In the last seven years, of such types of 
meningitis under my care at the Royal Manchester Children’s 
Hospital, there have been admitted 19 infants under 2 years 
of age and there has not been a single death. It is true that 
the onset is often so dramatic that intensive treatment can 
be undertaken promptly, but that there is a resistance to the 
infection is clear, for all these infants were treated by a 
“therapia sterilisans magna”—that is, a single massive 
chemotherapeutic dose—intravenously and orally combined, 
and repeated if and when necessary ; the dose given being 
sufficient to inhibit the multiplication of the organisms, and 
the infants then being allowed to develop and exercise their 
own defence mechanisms, which have proved to be eminently 
efficient. Infants with fibrocystic disease of the pancreas are 
liable to repeated and severe respiratory infections and can 
now successfully overcome these for years with the aid of 
antibiotics. Yet meningitis of all sorts used to be fatal in 
a high percentage of cases, and fibrocystic disease invariably 
so. Can we look for a comparable antituberculous chemo- 
therapeutic which will similarly alter the prognosis in-the 
tuberculous infection of infancy ? 

Isoniazid has already transformed the picture of progres- 
sive tuberculosis in children, but in the treatment of the 
primary as opposed to the post-primary progressive lesions 
(like miliary and meningeal infection) has proved singularly 
ineffective to date. Yet, if given at the same time as B.C.G. 
vaccine, isoniazid has been found to prevent the development 
of the vaccination in guinea-pigs (Djourichitch ef al., 1953), 
as judged by inability to secure tuberculin conversion, and 
to prevent immunity development in mice (Dubos ef al., 
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1953), as judged by survival time and by the difference in the 
number of living organisms recovered from the spleen and 
lungs of vaccinated animals untreated with isoniazid, com- 
pared with those given the drug. The effects of isoniazid 
depend chiefly on the time of starting treatment after the 
challenge infection and on the length of*time during which 
treatment is continued, and vary between complete immunity, 
as judged by persistently negative Mantoux reaction and 
absence of any evidence of tuberculous infection at necropsy 
when the animals are sacrificed, and increased resistance— 
that is, prolongation of survival time. Thus, if we could 
only know with certainty the time of an infant’s primary 
contact with Mycobacterium tuberculosis, or tubercle bacil- 
lus, it might be possible by the immediate administration of 
isoniazid to prevent the development of the primary infec- 
tion—and this might be repeated as necessary, until the 
“danger period” had passed and the child could acquire 
an adequate resistance after an unprevented primary infec- 
tion in due course. This is naturally impracticable for 
several reasons, but chiefly because, although in earliest 
infancy the contact is usually known, it is often only dis- 
covered later as a result of the development of the infection 
in the infant. Secondly, there is unfortunately no certainty 
that adequate resistance will be developed after a primary 
infection at any age in any given child, or that, if adequate 
resistance does develop, it may not wane from time to time 
to inadequate levels; therefore, benign as _ tuberculosis 
usually is in childhood, unprotected exposure still provides 
an appreciable source of morbidity and, to a lesser degree, 
of mortality. 


Individual Resistance 


In addition to these considerations there is the problem 
of the individual resistance of any given infant, and this 
may involve hereditary factors which may in some cases 
explain the proneness of exposed infants to progressive 
disease. In answer to the pertinent question, “Why do 
only some of the enormous number of infected persons 
develop progressive disease ?”, Rich (1951) answers that it 
depends largely on individual native resistance, which may 
be both racial and individual. He defines this native resist- 
ance as “the relative ability to destroy or prevent the 
progressive growth of a micro-organism on first contact with 
it.” He clearly differentiates between this native (or natural) 
resistance and heredity, and rémarks on the difficulty in 
determining the relative importance of each. This same 
difficulty exists in rheumatism, but the most recent work of 
Wilson and Schweitzer (1954) strongly supports the sugges- 
tion that rheumatism is inherited. That heredity is important 
in tuberculosis also is probable. Studies with twins have 
supported this. For example, concordance occurred in 65% 
of 80 pairs of infected identical twins and in only 25% of 
125 pairs of non-identical twins in a series reported by von 
Verschner (1950). In a 22-year study Zeidberg and his co- 
workers (1954) found that in children with a parent with a 
positive sputum the attack rate was almost twice as high as 
in those whose parents were sputum-negative, although 
there were other sputum-positive but less-nearly related 
members of the family in the same household, and there- 
fore the contact was equally intimate in the two groups. 
This they consider is most likely explained on the basis of a 
hereditary constitutional factor. An interesting finding in 
this study was that the highest attack rate was in the under- 
5-year-olds in the “ parental positive” group, and not till 
early adult life in the “ parental negative” group. These 
authors observed further that the risk of the children’s 
developing tuberculosis after removal from the household 
was still significant—a matter of some practical importance. 

Meyer and Palmer (1954), on the basis of tuberculin 
allergy following B.C.G. vaccination, similarly concluded 
that the results depended on the family membership of the 
child. By the analysis of variance they showed that both the 
tuberculin reactions and the local lesions after B.C.G. 
vaccination were more uniform in size among children of 
the same family than in children from different families, 
some families showing strong tuberculin allergy and others 
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weak. Their results, which showed that lower death rates 
were found in the families with rapidly developing Joga) 
lesions, suggest that this rate of development may be 
as an index of the hereditary resistance to tuberculosis. 
Vaccination against tuberculosis has been widely practiseg 
as an active protective measure, and I shall deal with this 
in more detail later. Wallgren, the greatest protagonist of 
B.C.G., the most extensively used vaccine, has repea’ 
stressed, however, that vaccination is only one aspect of 
the attack on tuberculosis, and Heaf (1955) pointed out jg 
his Litchfield Lecture at Oxford last year that its bigges 
disadvantage is the unwarranted confidence that it hag jp. 
spired amongst laymen, many of whom believe that it affords 
complete protection, thereby leading to the neglect of the 
other essential measures of eliminating the predisposing 
causes and the spread of infection. 


Protective Measures 


What other methods of protection are there available jp 
early infancy ? Firstly, there is the arranging for segrega- 
tion of all infants who are to be born into families or homes 
where there is known tuberculosis. 

In the ordinary domiciliary midwifery practice, both by 
practitioners and by midwives, there is as yet no systematic 
arrangement whereby, in such households, whether the in- 
fected person is either of the parents or a relative or 
lodger, the infant is removed from contact. This naturally 
will require some considerable ‘organization, for, even if 
vaccination is to be done, adequate segregation should be 
provided for at least four weeks—and preferably longer— 
to allow of increasing the resistance afforded by vaccination, 
which undoubtedly does not reach its peak until some weeks 
later. Although tuberculin conversion may be obtained 
within two weeks, strict protection from contact is desirable 
for a further period ; but if this can be achieved in the home 
the duration of segregation in an institution or preventorium 
may not need to exceed two to four weeks. If relatives, 
or foster-parents, can take the infant, they too will require 
careful investigation and must submit to having their, and 
their household’s, chests radiographed. If the infant is 
to be admitted to an institution it must be ascertained that 
adequate nursing staff is available, for to save an infant from 
tuberculosis and then to lose him from gastro-enteritis con- 
tracted in an understaffed nursery or ward is a sad and 
profitless exchange. Nevertheless it is a very real possibility, 
and the matter requires constant thought and supervision. 

A further factor in the infection of infants is the returning 
father or relative who has taken his own discharge from 
a sanatorium, or who comes home to visit at week-ends— 
or just to see the new baby—or who is d'scharged from a 
sanatorium being sputum-negative as a result of treatment 
With isoniazid and streptomycin and who subsequently ex- 
cretes bacilli for some time before it is realized that he is 
again infectious. These considerations cannot be ignored. 
Undoubtedly the whole major problem of segregation is 
bound up with the needffor better housing and will not be 
solved except on a national basis. 


Antenatal X-ray Films 


A second protective measure would be the routine taking 
of chest x-ray pictures of all pregnant women. This is 
most important. Every year a number of cases of active 
tuberculosis—-and more of quiescent tuberculosis which may 
become active during pregnancy or shortly after delivery— 
will be detected, having been previously unsuspected. This 
will allow of appropriate obstetric dispositions then being 
made and arrangements put in hand for the segregation of 
the infant from the mother immediately after birth, for the 
suppression of lactation, and for the vaccination of the 
infant as soon as possible. It is heartening to know that 
the Joint Tuberculosis Council has just appointed a com- 
mittee to investigate the range of antenatal and post-natal 
radiological services throughout the country. 
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Genital tuberculosis should also be observed carefully 
during pregnancy, for infection of the newborn infant from 
infected liquor amnii or by ingestion or inhalation of bacilli 
during the birth process is possible. Congenital tuberculosis 
is comparatively rare, and up to date has been almost 
uniformly fatal, but perinatal infection (as from infected 
liquor) can be treated successfully by prompt administration 
of isoniazid and streptomycin. Reports are now appearing 
in the literature of recoveries in such cases (Lesné ef al., 
1949; Hesselman, 1951; Kringelbach, 1954). 


Early Segregation 

Thirdly, it would be advantageous if there were more 
special units for the deiivery of tuberculous pregnant 
women ; maternity hospitals im general are not suitable for 
such cases. Arrangements for the segregation of the infant 
immediately after birth—and the absolute breaking of con- 
tact with the mother—are essential, as in domiciliary prac- 
tice. This involves having a nursery (using this in the sense 
of a room for newborn infants) preferably in a separate 
building, whereby the temptation, to let the mother have 
“just a peep” at her baby (and it may be a fatal peep at 
that) can be overcome. 

Is segregation sufficient without any such added protection 
as vaccination? The experience at Papworth—gained be- 
fore B.C.G. was generally available—would lead one to 
believe that it was; but it must be remembered that the 
almost ideal conditions prevailing in that village settlement, 
with constant attention to health education and hygiene, are 
unlikely to be encountered in the population at large ; and 
at Papworth to-day it is significant that infants born into the 
colony are all vaccinated, and this has been practised since 
1950 (Trail, R. R., 1955). 


Diet 


Fourthly, can diet help in protection ? The effect of diet 
on increasing the resistance to tuberculosis follows the 
accepted principles—namely, providing an optimal quantity 
of good protein and vitamins. There is no particular 
evidence that extra protein or vitamins, for example, will 
help, or that extra fat is valuable. Although in the prophy- 
laxis of rheumatism there is evidence that increase in the 
protein and diminution in the carbohydrate intake will lessen 
recurrence, this has not been observed especially in tuber- 
culosis. As the diet of infants, at least in the first four months 
of life, is almost entirely limited to milk, it would be difficult 
to modify the constituents to any great extent without 
taxing the infant’s digestive powers. Breast-feeding undoubt- 
edly produces the greatest general resistance to infection 
of all sorts in infancy, but it must be denied to the infants 
of tuberculous mothers, and I doubt whether breast milk 
given by bottle (from a breast-milk bank or elsewhere) has 
any special merits over a suitably modified dried cows’ milk 
preparation. Although great care is necessary in the pre- 
paration of a cows’ milk formula, both in regard to its con- 
stitution and its cleanliness, equal care is necessary to pre- 
vent bottle-given breast milk from becoming contaminated. 

Vitamin D has long been used in the treatment of tuber- 
culosis—especially in the large-dose technique for scrofula 
—but prophylactically its chief value in infancy is probably 
to be found in the prevention of rickets and the associated 
generally diminished resistance which inevitably accom- 
panies this condition. Adequate vitamin D supplements are 
given to and taken by nearly all infants in Great Britain 
to-day, and there would seem to be no indication for exceed- 
ing the accepted 750 I.U. daily to give added protection 
against tuberculosis. Indeed, there is now a suggestion that 
excessive amounts are being taken, and that with fortified 
dried milks and cereals, together with the daily dose of cod- 
liver oil, susceptible infants may develop hypercalcaemia. 


Education in Hygiene 


Fifthly, raising the general standard of hygiene and of 
education in matters of hygiene is important, particularly 
that of tuberculous patients, and Wandelt (1954) has recom- 


mended that for all such patients there should be a planned 
co-ordinated education programme, In an interesting paper 
recording the results of a questionary, answered by each 
patient in two separate sanatoria, about the protection of 
others, she found that less than 40% gave correct answers 
to all the questions and one out of every eight would have 
failed ignominiously with a mark of only 10%; so that 
unless all adult tuberculous patients are told specifically of 
the danger they can be to infants and small children they 
are unlikely to take the precautions necessary to prevent 
such risks. It was obvious in this inquiry that the educa- 
tional teaching had varied considerably in the two sana- 
toria, and doubtless there are similar variations in this 
country. 

In the recently published report of the Joint Tubercu- 
losis Council (1955) occur the following sentences: “ The 
actual risk of infection is occasioned by chance factors which 
may determine the transference of organisms from one per- 
son to another. The habit of spitting has largely disappeared, 
but there has been little reduction in the practice of indis- 
criminate coughing and sneezing. Certainly the sanatorium- 
treated patient is usually well trained, but this does not 
apply to the unknown sputum-positive patient. Although 
mortality is declining, if patients with active disease are not 
effectively ‘neutralized’ in respect of their infectious 
potential, either by sputum conversion, stabilization of 
disease, or training in precautionary techniques, and so 
rehabilitated by adequate standards of living that relapse 
is unlikely, the declining mortality may prove to be the 
forerunner of an increasing number of secondary cases.” 
This is a timely warning. 


General Prophylactic Measures 

Protection of infants from the effects of tuberculosis 
should not be limited entirely to specific prophylaxis. In 
those who have already been infected (as judged by a 
positive tuberculin test) special care should be taken when 
they are suffering from or exposed to measles and whooping- 
cough, 

Although statistical proof is uncertain, most paediatricians 
and practitioners can recall cases where rapid dissemination 
of a tuberculous process has followed one or other of these 
infections. Any infant, therefore, who is known to have had 
primary tuberculosis should be protected so far as possible 
from exposure to measles and whooping-cough. Where 
contact with measles has occurred, gamma globulin, if avail- 
able, should be given, As there is no immediate prophy- 
laxis for pertussis, but protection during the dangerous 
period of infancy can be extremely satisfactory following 
adequate immunization—that is, by the use of a really effi- 
cient vaccine—it would be logical to immunize all infants 
having primary tuberculosis with pertussis vaccine (if they 
have not been immunized already) and to give them a 
booster dose immediately after any known contact. 

Whether protection—in the form of active chemotherapy 
—should be given to infants with primary infection is debat- 
able. Long-continued prophylaxis with penicillin or sulphon- 
amide has been proved beneficial in preventing recurrence 
of rheumatic fever in children. Lincoln (1954) has recently 
recommended that infants with a positive Mantoux reaction 
(without demonstrable . clinical or radiological lesions) 
should be treated for a year with isoniazid. This may seem 
rather drastic, but it must be remembered that isoniazid is 
quite different in its action from streptomycin, for example. 

Isoniazid is singularly non-toxic in the majority of infants, 
and can be given for long periods with safety ; Marquézy 
et al. (1953) gave up to 20 mg./Ib./day to children for as 
long as six months and found this non-toxic. Lincoln’s 


suggestion, if carried out on a large scale, might prove valu- 
able, but it must be remembered, in discussing prophylactic 
possibilities, that isoniazid is only really effective when the 
bacilli are in large numbers and actively multiplying. 

As I said earlier, reports to date have suggested that 
isoniazid is ineffective in primary tuberculosis—that is, in 
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children with a positive Mantoux reaction and x-ray 
evidence of parenchymal or hilar involvement. Todd (1955), 
in a careful eighteen-months study of 50 children with 
primary tuberculosis (25 treated with isoniazid for three 
months and 25 controls), considered that the results were 
better than with streptomycin or P.A.S. in similar previous 
trials, and that the isoniazid-treated children showed a better 
clinical response. Only 10 of these 50 children, however, 
were less than 2 years of age, and one to three years later 
there was no difference in the clinical and radiological signs 
between the isoniazid-treated children and the contrels. Todd 
concluded with only “an impression” that isoniazid was 
of value, and said that further studies on a larger scale 
would be nécessary before the impression could be con- 
verted into fact. . 

Lincoln’s latest idea is more in parallel with the con- 
tinued prophylaxis successfully applied to childhood rheu- 
matism. Care must be exercised, however, and long- 
continued treatment would be essential, for Fisher (1954) 
has shown that isoniazid is at best only bacteriostatic— 
tubercle bacilli kept for five weeks in a medium containing 
isoniazid could be revived subsequently—and Dubos and 
his colleagues, in their experiments with mice given B.C.G. 
and isoniazid concurrently, found that on withdrawal of the 
drug bacterial multiplication was resumed in those animals 
in which treatment with isoniazid had been delayed even for 
six days after they had received their B.C.G. infection. 


B.C.G. Vaccination 


Let us now consider vaccination in greater detail—particu- 
larly the use of B.C.G. I will not weary you with its history 
and its changing fortunes since it was introduced by 
Calmette and Guérin. Since those days it has been given to 
millions of children all over the world. 

There is general argreement that a successfully overcome 
primary infection gives generous support to the resistance 
to any subsequent exogenous infection. What one cannot 
control in such cases is the flare-up of the original infection 
—that is, an endogenous reinfection—at any time for an 
indefinite number of years, although Marfan’s law, which 
dates back to 1886 and states that a tuberculous cervical 
adenitis that is healed before puberty protects against 
phthisis, is still, in the main, true. The principle of B.C.G. 
vaccination is simple—to provide the successfully overcome 
primary infection without the risk of subsequent endogenous 
reactivation and in the hope and belief that similar resist- 
ance (though probably less in degree) to exogenous human 
or bovine infection will result. 

The primary infection in cutaneous vaccination is in the 
skin—which is a good antibody promoter—and the systemic 
reaction provoked by B.C.G. is non-progressive. 

Is there any real evidence that B.C.G. has diminished the 
incidence or lessened the severity of tuberculosis ? This is 
a question that is still being asked. The answer must surely 
be “yes.” Even taking into consideration the improved 
hygienic conditions and education that have come to exist in 
many countries coincidentally with the use of B.C.G., and 
the general decline in mortality from tuberculosis, there are 
clear proofs of the efficacy of the vaccine—and even more 
clear proof in countries where mass B.C.G. inoculation has 
been the only step taken to combat the infection among a 
population. One of the best-known studies is that of 
Aronson and Aronson (1952), started in 1936 and ending in 
1951, in which 1,551 Indians in the United States and Alaska 
were vaccinated, and 1,457 were taken as controls, a work 
involving a total of 42,000 person-years. The deaths from 
tuberculosis were only 12 among the vaccinated, as com- 
pared with 65 in the controls during the 15 years. Sub- 
sequently Stein and Aronson (1953) reported on the radio- 
logical changes after annual x-ray examination for eleven 
years. The incidence of tuberculous lesions was 4.1% in 
the vaccinated and 16.4% in the controls—that is, the deaths 
were more than five times greater in the unvaccinated cases 


and the radiological lesions four times as great. With 
regard to children, in the most recent study of schogj- 
children from Sweden, by Enell (1955), it was found that 
the percentage of clinical cases of tuberculosis am 
children who were tuberculin-negative on starting schooj 
was 0.12 in those vaccinated on entry and 6.53 in those 
who remained unvaccinated—that is, 64 times as great jp 
the controls—over a period of more than 1,200 person. 
years, 

The effects of B.C.G. have been thoroughly studied, both 
in experimental animals and in humans, particularly since 
the introduction of radioactive B.C:G., and the course of the 
induced infection is quite clear. Strém (1950) has shown 
that B.C.G. tagged with radioactive phosphorus, when ijp- 
jected intradermally into human beings, passes rapidly along 
the lymphatics draining that particular area of skin into the 
regional lymph node, where the bacilli appear in large 
numbers within 10 to 15 minutes. The spread and dis- 
tribution of the B.C.G. are identical with those of virulent 
bacilli similarly injected. If the vaccine is live and the 
dose adequate, multiplication of the bacilli occurs in the 
node, and undoubtedly there is a spill-over into the general 
circulation and a bacillaemia results. Being incapable of 
causing a progressive disease because of the induced attenua- 
tion of the organism, the bacillary foci lie dormant for an 
indefinite time—probably years in some cases—as in a 
naturally acquired infection, and finally die. The bulk of 
the bacilli, however, are immobilized in the lymph node 
and are subsequently destroyed by phagocytosis in the 
mononuclear cells. Lurie (1942) showed that tuberculous 
infection confers on these cells an increase of bacteriostatic 
properties independent of immune body fluids, and Suter 
(1953) found that vaccination resulted in the inhibition of 
the multiplication of virulent bacilli in animals and that 
this inhibition occurred from the eighth day after their 
vaccination, 

In a naturally acquired primary infection, with numerous 
or virulent organisms or a low-resistant host (hereditarily 
or after debility), bacterial multiplication may be so great 
that multiple metastatic spread occurs, and this may progress 
rapidly to cause death from generalized tuberculosis, or, if 
the acute infection be successfully overcome, organisms may 
live in the foci forming as a result of the metastases and 
flare into activity, as has been said, many years later. No 
one knows how long tubercle bacilli may live in the body— 
even in seemingly impenetrable calcified shells, and yet 
break through and produce evidence of clinical activity years 
after the primary infection. Dubos (1953) has said “. . . No 
technique is as yet available to bring about with certainty a 
complete eradication of the bacilli from infected tissues. 
After antimicrobial drugs have ceased to exert their restrain- 
ing influence . . . only the resistance of the host can act as 
a brake on reactivation of the disease caused by the bacilli 
surviving here and there.” In vaccinated animals Strém and 
Widstrém (1951) found that radioactive virulent organisms 
subsequently injected intradermally did not trek to the 
lymph node but remained at the site of inoculation for quite 
an appreciable time—even up to 24 hours, as compared 
with minutes in the unvaccinated animal—and many were 
destroyed in situ. 

There is no doubt that the clearing capacity—that is, the 
ability to accelerate the removal of bacilli from the blood 
stream—is greater in vaccinated people. This has been 
known for many years, for as long ago as 1921 Debré and 
Paraf reported this increased capacity in guinea-pigs. 
Recently, Strém found that when radioactive B.C.G. was 
injected into non-infected guinea-pigs the bacilli were sub- 
sequently maximal in the lymph nodes, but when the 
labelled bacilli were given intravenously to previously 
infected animals they were taken up chiefly by the liver and 
spleen, not in the lungs. As Rich has demonstrated, the liver 
and spleen have the greatest macrophage content and can 
most effectively destroy the bacilli and prevent metastatic 
dissemination. Négre (1954) studied the influence of B.C.G. 
on the subsequent course of experimental superinfection in 
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‘guinea-pigs and rabbits as judged by the bacillary content 
of the organs. In vaccinated animals the virulent bacilli 
(injected one to three months after vaccination) did not 
appear in the organs for a month ; in the unvaccinated con- 
trols they appeared much earlier—towards the end of the 
second week—and were ten times as numerous. He con- 
cluded that the two important factors in determining resis- 
tance following vaccination are, therefore, a retardation of 
dissemination of the virulent organisms and a diminution in 
their number. Siebenmann (1951) similarly showed that, in 
mice, multiplication of virulent organisms in the lungs, liver, 
and spleen was much reduced in B.C.G.-vaccinated animals 
compared with controls, and this has been confirmed by 
Dubos and his co-workers. 

The first fear about B.C.G. was that, despite the claims 
of Calmette, the vaccine might vary and some batches prove 
more virulent, even if the bacilli were grown strictly under 
the customary careful conditions. The second fear was that 
the vaccine might become contaminated—either by virulent 
tubercle bacilli as happened at Liibeck, or by some other 
pathogenic organism. Neither of these fears has been ful- 
filled. Since the Liibeck disaster scrupulous care has been 
taken to prevent human bacilli being anywhere in the 
vicinity of the laboratory preparing the B.C.G., so that no 
repetition is likely as long as the present strict control is 
exercised. This same careful control—at all stages of the 
preparation of the vaccine——will similarly prevent contamina- 
tion with other pathogens. In fact, the greater fear to-day 
is that the attenuation of the organism may progress too far 
and the vaccine may become antigenically inadequate. There 
is already a marked variation in strength between different 
vaccines being used—not so much a variation from batch to 
batch from any given laboratory as from the different coun- 
tries manufacturing B.C.G.—and account must be taken of 
this in comparing results. 


Are There Any Disadvantages of Vaccination ? 


Tuberculin surveys are accepted by most authorities as 
being the most sensitive means available for obtaining an 
index of tuberculous infection in a community—and wide- 
spread vaccination would invalidate any such future surveys. 
This must be accepted as a disadvantage, particularly where 
the infection rate is low, but Heaf suggests that if the tuber- 
culin reaction is positive in 10°, of the under 5-year-olds 
mass vaccination should be undertaken, as the loss would 
then be of secondary importance. He says it is obviously 
unwise to vaccinate 99.59% of infants (where the percen- 
tage of positives is 0.5) when the risk of infection is so 
small. 

Is this reasonable? If we compare tuberculosis with 
smallpox and tetanus we find that very few children in this 
country die of either of these last two infections—but is it 
not a fact that in the case of smallpox this is directly due to 
the efforts of the vaccination enthusiasts of the past ? ; and 
that with the low vaccination figures to-day (less than 40% 
of infants being vaccinated) the risk of a scourge of small- 
pox is increasing? The tetanus-immunization antagonists 
say that tetanus is so rare that it would be wasteful to 
immunize thousands of infants to save dozens—or perhaps 
only half-dozens—from dying. Yet if it were one’s own 
child who was infected and died, how remorseful would one 
be that such a simple and efficient prophylactic remedy as 
toxoid had not been applied in infancy. And in early infancy 
tuberculosis is as deadly as tetanus. 

Has anyone dared to suggest that diphtheria immunization 
should be discontinued now that diphtheria has virtually 
disappeared ? To-day, an infant's chances of being infected 
with tuberculosis are greater than his chances of contracting 
diphtheria. 

It is true that tuberculosis vaccination will not guarantee 
such certain protection as cowpox vaccination or tetanus or 
diphtheria toxoid, but it possibly offers the best protection at 
our disposal to-day, and must therefore surely be seriously 
considered. 


With regard to the contention that the value of the diag- 
nostic tuberculin test is lost, this is more worthy of considera- 
tion, for in the past twenty-five years the Mantoux test has 
come to be the most valuable single diagnostic test in 
paediatrics, and it is true that infants and children success- 
fully vaccinated with B.C.G. will lose the benefit of this 
test. On the other hand, if those of us who hold that 
vaccination is a real protection’ against tuberculosis are 
right, the need for considering tuberculosis in the differen- 
tial diagnosis in any vaccinated child should be slight indeed 
—there are other methods available, although not so easy 
and quick as the tuberculin test. 

Although it is generally conceded that, to put it at its 
lowest value, vaccination in some form offers a practical 
means of increasing resistance to tuberculosis in infancy, it 
is well to recall the dictum stressed by that great American 
paediatrician Joseph Brenneman, Primum non nocere, and 
to remember that this is as applicable in prophylactic therapy 
as it is in active treatment. Encephalitis and convulsions 
following pertussis immunization, eczema vaccinatum follow- 
ing smallpox vaccination, and fatal anaphylaxis following 
antitetanic serum (another potent argument in favour of 
immunization with toxoid, by the way) are as important to 
the unfortunate patient as aplastic anaemia following chlor- 
amphenicol or deafness following dihydrostreptomycin treat- 
ment. -The risk of complications following vaccination 
against tuberculosis must therefore be weighed carefully 
against the risks of non-vaccination. 

The two most important complications of vaccination 
would be the development of a progressive tuberculous 
disease due to the vaccine itself—that is, a return of virulence 
of the organism—and a systemic upset following vaccination, 
leading to an easy succumbing to any intercurrent infection. 
In infancy these two complications would be particularly 
serious. So far, out of more than 100 million vaccinated 
subjects only three cases of progressive B.C.G. tuberculosis 
have been recorded, and only one of these three was an 
infant. These have recently been referred to in annotations 
in both the Lancet (1955) and the British Medical Journal 
(1955). 

A number of deaths after B.C.G. in other series have been 
attributed to vaccination, but closer scrutiny has absolved 
the vaccine from blame ; most of them were due to human 
infection which had preceded or followed immediately after 
vaccination and segregation had not been provided. Con- 
sidering the number of vaccinations, the fatalities have in 
fact been fewer than in any other form of prophylactic 
inoculation. 

There has been no evidence of any systemic upset lower- 
ing the general resistance to other infections. On the con- 
trary, a paraspecific immunity against such infections has 
been claimed, as it has with some other inoculations, but 
this is difficult of convincing proof. 

Another consideration to offset against the possible risks 
of vaccination is—it being agreed that no vaccination is 
likely to give as adequate an immunity as a successfully 
overcome naturally acquired infection—that with the falling 
incidence, both of morbidity and of mortality, in most cul- 
tured communities, and with the advent of isoniazid and the 
probability of other similar and, one hopes, even better 
drugs, the prognosis of previously fatal complications like 
miliary dissemination, bronchogenic spread, and meningitis 
has improved immeasurably, and many of these are now 
eminently curable or at least not fatal. Further, advances 
in the technique of thoracic surgery have led to successful 
surgical intervention in bronchostenosis and consequent pul- 
monary collapse due to hilar gland enlargement—both by 
extirpation of the affected nodes and by removal of a 
severely involved segment or lobe of lung. : 

A few years ago an infant with tuberculous meningitis 
might have been considered fortunate if he died untreated, 
for the horrible repeated intrathecal, as well as intra- 
muscular, injections to which he was subjected for months 
on end—only to emerge, in a proportion of cases, with 
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mental and physical disabilities rendering future life nigh 
unbearable—were a nightmare to all who had the misfortune 
to participate in this phase of the management of tuberculous 
meningitis. Happily we are now rapidly passing to a more 
rational and infinitely more kindly treatment and are getting 
better results, as was shown by Smellie (1954). Yet some 
infants must inevitably succumb if they are involved in a 
progressive infection, whatever treatment they have, and 
vaccination might well save these. 


What Alternatives Are There to B.C.G.? 


The first alternative that comes to ‘mind is the vole 
bacillus vaccine (Wells, 1937). With the great practical 
help of Dr. Wells—the original finder of the vole myco- 
bacterium in 1936, and the first to see the possibilities of 
a vaccine, and indeed the first actually to prepare a vaccine 
for clinical use in 1942—-we have been able to use his vaccine 
for the immunization of newborn infants for the first time, 
and, though so far we have vaccinated only 516 infants, the 
results present some interesting facts and problems, as I 
shall show in my second lecture. 

The vole vaccine differs from B.C.G. chiefly in being made 
from living bacilli directly—-that is, without having their 
virulence in any way attenuated by growth on, or passage 
through, any particular media—and it is not only antigenic- 
ally potent but also of constant strength when it is grown 
on Dorset egg medium for a maximum of ten passages. 

The use of isoniazid-resistant bacilli (Bloch ef al., 1953) 
has been suggested, as they are less virulent and still anti- 
genic, and experimentally have been found to cause regres- 
sion of tuberculous lesions in guinea-pigs (Karlson and 
Ikemi, 1954), but in view of the risks inherent in such a 
vaccine it is unlikely to be acceptable clinically. Tuberculin, 
both prophylactically and therapeutically, was tried exten- 
sively some thirty or more years ago and found to: be value- 
less. The use of dead bacilli was a logical extension of this 
trial and has been practised for a number of years. 

We have had no experience with the use of such killed 
vaccines, but it has been shown that dead tubercle bacilli 
contain an immunizing substance; therefore the use of 
vaccines made from dead bacilli (which would be even less 
dangerous than live vaccines) must be considered among the 
potential protective measures av:.ilable, but on general prin- 
ciples they are less likely to provide as prolonged protection 
as live vaccines. 

Among the killed vaccines are Iland’s (1953) urea-treated 
killed virulent bacilli, which he claims produce greater 
allergy than B.C.G., Petragnani’s anatuberculin, and Salvioli’s 
“V.D.S.,” diffusing vaccine (vaccino diffondente), which has 
hyaluronidase added to the heat-killed mixed human and 
bovine organisms. These are used extensively in Italy. 
Salvioli (1953) states that the addition of hyaluronidase pro- 
duces in the dead bacilli a migratory property characteristic 
of living organisms—and indeed also produces lesions in the 
regional lymph nodes that are not seen when dead bacilli 
are used alone. He considers that V.D.S. has all the advan- 
tages of a live vaccine, without the disadvantages. The risks 
of adding hyaluronidase to a live vaccine, however, are con- 
siderable, and Birkhaug (1953) has recorded protracted 
ulcerative skin lesions and occasionally generalized tuber- 
culous infection in guinea-pigs following its use : this warn- 
ing is timely, for hyaluronidase has already been given to 
children at the same time as their B.C.G., and the combina- 
tion has been found to produce quicker conversion and 
increased skin allergy and therefore might appear tempting. 
There is no evidence that any risk occurs with killed vaccine, 
but it might be dangerous with a mixed one. 

It is evident, therefore, that, though one has come to think 
in terms ef “ B.C.G.” when talking of protective vaccination 
against tuberculosis, this is certainly not necessarily the last 
word in protection, and the future may see other and better 
alternatives coming into practical use. 


[The second lecture, together with a list of references, 
will appear in our next issue.] 


MALIGNANT CHANGE ARISING [N 
TISSUES AFFECTED BY HERPES 


BY 


R. WYBURN-MASON, M.D. 
Late Gordon Jacob Research Fellow, Royal Marsden 
Hospital, London 


The skin lesions of herpes zoster lie in the se 
dermatomes. Lewis (1927) showed that “herpetic ang 
herpetiform eruptions occur as sequels to lesions of the 
sensory nerve tracts ; not only do they follow irritatiye 
lesions of the [root] ganglion, but they are produceg 
also by lesions of those tracts distal to the ganglia them. 
selves.” He also demonstrated that irritation of se 
nerve roots or fibres releases a vasodilator substance (H. 
substance), probably histamine, in the skin. He further 
showed that the phenomena of herpes zoster result from 
a release of the same substance in the affected tissues, 
The posterior nerve root vasodilator fibres are unmye- 
linated and supply not only the skin but also the deep 
tissues and viscera. 

In cases of herpes zoster typical inflammatory changes 
are found in the affected tissues. The skin becomes red 
and swollen. In the papillae there is a heavy infiltration 
with polymorphs and lymphocytes. The subcutaneous 
vessels are dilated, and their walls are markedly in- 
filtrated with a cellular mantle and show changes, such 
as swelling of the media and infiltration of the intima, 
which may be so great as to block the lumina. Thrombj 














Fic. 4 


directly out of lesions 
Fic. 2.—Basal-cell carcinoma develo 
ing directly out of lesions of ophthalmic herpes (Case 3). Fis. 3. 
—-Basal-cell carcinoma developing one year after an attack 


Fic. 3 


Fic. 1.—Basal-cell carcinoma developin 
of herpes zoster (Case 2). 


herpes zoster in the same site (Case 4). Fic. 4.—Basal-cell 

carcinoma of skin of abdomen with numerous small pigmented 

papillomata and melanomata developing in the site of an 0 
herpes zoster (Case 5). 
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may be present in the latter. Subcutaneous fat may con- 
tain knots of plasma cells. These changes are also found 
in the deeper parts of the corium and in the hair follicles. 
After a period degenerative changes may be found in 
the finest nerve fibres of the skin and subcutaneous 
tissues (see Schénfeld, 1928). Not only does the skin 
show these lesions, but vasodilatation, oedema, and in- 
flammatory changes may involve the deep tissues 
supplied by the affected nerve roots. Painful and 
swollen areas may be 
present in the subcu- 
taneous tissues, fat, and 
muscles, identical in 
character with “ fibros- 
itis” and “myositis ” 
(see Brain, 1931; Wil- 
son, 1940 ; Ford, 1946: 
and others). 
Histologically these 
lesions are similar to 
those occurring in the 
skin. The pericapsular 
joint tissues may be 
swollen and painful, 
and, when the hand is 
affected, this gives rise 
to changes _indistin- 








Fic. 5.—Baso-squamous  carci- . 
noma with small benign melano- 8Uishable from those 
mata developing in the site of old of rheumatoid arthritis 


memes, Note amis ot erowth or “periarthritis 
(Case 6). chronica rheumatica 

(Guillain and Pernet, 
1910 ; Guillain and Rouvilier, 1913). Synovial effusions 
occur in the affected areas and the joints may become 
ankylosed with fibrous tissue. Lymph-node swelling and 
inflammation in the region of the affected skin is usual, 
and precedes the appearance of the latter (Bichelonne, 
1907 ; Lebel, 1920 ; Ramond, 1923). These lymph-node 
lesions are thus not due to secondary bacterial invasion 
of the skin. 

The inflammatory and haemorrhagic skin changes 
may proceed to suppuration and gangrene. They may 
be followed by severe scarring or atrophy and necrosis. 
Lichen planus may also develop in the site of a zoster 
(Unna, 1922). Keratosis follicularis may temporarily 
appear in the site of previous herpetic lesions (Jeanselme 
and Burnier, 1925). Keloid formation may also follow 
zoster (Mackenzie, 1893; von Cederkreutz, 1922; 
Monacelli, 1926; Ormsby and Mont- 
gomery, 1948). When the mucosa of 
the mouth is affected the zosteric vesicles 
may be replaced by chronic inflammatory 
changes constituting the condition of 
leucoplakia (see Case 1). 

In the zoster scars papillomatous 
growths may sometimes develop (Rossi, 
1925), while pro'iferations (‘ Bildung 
von Wucherungen”) in the zoster area 
(so-called zoster vegetans) were described 
by Pfuhl (1910) and Vérner (1914). In 
other cases small segmental pigmented’ 
warty growths appear. 

I have been unable to find any accounts 
of malignant change occurring at the site 
of the lesions of herpes zoster. How- 
ever, herpes zoster often appears in cases 
of Hodgkin’s disease and leukaemia, 
which are thought to be related to malig- 
nant disease. Leucop'akia, which may 


follow zoster of the buccal mucosa, is a well-known 
precancerous condition. In fact, malignant transforma- 
tion of such a lesion occurred in the following case. 
Case 1.—Male. At the age of 43 had herpes zoster of 
the right side of soft palate and below the pinna. This 
was followed by pain and leucoplakic ulceration of the 
palate, which persisted. Three years later biopsy of the 
palatal lesion showed squamous carcinomatous change. 


Malignant Transformation of Herpetic Skin Lesions 


I have been able to collect numerous cases from 
the records of the Royal Marsden Hosp‘tal in which 
the zosteric lesions of the.skin have become directly trans- 
formed after a period into either rodent ulcer or a squamous 
carcinoma. In others such malignant conditions have 
developed at the site of the herpes after a period of apparent 
complete healing of the original lesion. While it may be 
argued that this is a coincidence, in many cases this is un- 
likely, as, for example, when herpes zoster occurs on the 
abdominal wall of a young woman, ahd some years later a 
malignant change develops in this unusual situation (Case 6). 
In the following cases such a relationship between malignant 
disease (either rodent ulcer or squamous-cell carcinoma) 
and the preceding herpes zoster is observable. 

Case 2.—Male. At the age of 67, herpes zoster over right 
side of face, ear, and side ‘of neck, followed by a sore on 
and below the right pinna. This continually scabbed over 
and bled during the next six years. Finally ulceration 

ersisted and biopsy showed basal-cell carcinoma 
(Fig. 1). 

Case 3.—Female. At the age of 70, herpes zoster over 
left frontal and temporal region followed by continual crust- 
ing and then by the development of ulceration in the temple, 
spreading to involve the frontal region, ear, malar region, 
and orbit. Eight years later a similar but smaller lesion 
appeared in the right temple, and one year later one above 
bridge of nose. Biopsies of left temple showed basal-cell 
and later squamous-cell carcinoma and of right temple a 
basal-cell carcinoma (Fig. 2). 

Case 4.—Female. At the age of 66, herpes zoster of the 
right scapular region (D 5-6 areas), shortly followed by the 
appearance of a small lump in the affected skin, which 
gradually increased in size and bled after trauma. Biopsy 
of lesion one year after herpes appeared showed a basal- 
cell carcinoma (Fig. 3). 

Case 5.—Female. At the age of 68, herpes zoster of left 
D8 zone on front of upper abdomen, leaving some warty 
spots in the skin and pains running round the affected part 
of the trunk, Later a blister appeared, followed by slowly 
increasing segmental ulceration with pigmented, warts in 
the vicinity. Biopsy of ulcer three and a half years after 
the herpetic rash showed a basal-cell carcinoma (Fig. 4). 


Fic. 6.—Squamous carcinoma of lip developing suddenly after an attack of 
herpes ophthalmicus (Case 8). The residual lesion in the temple can be seen. 
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Case 6.—Female. At the age of 23, herpes zoster of right 
D 11 area on front of abdomen with outlying lesions on 
front of right thigh. Nineteen years later a small lump 
appeared in affected skin and increased considerably in size 
after trauma. The lesion remained segmental (Fig. 5). 
Biopsy showed a baso-squamous carcinoma. 

Case 7.—Female. At the age of 12, herpes zoster of left 
D7-8 segments on front and side of trunk. At age of 
74 recurrence in the same area followed by pain, burning, 
irritation, and redness of the skin, which crusted over from 
time to time. On examination eight years later a segmental 
reddened area of skin was found in D 7-8 zones with two 
ulcers, which proved to be basal-celled carcinomata., 

Case 8—Female. At the age of 80, extensive herpes 
zoster of the left ophthalmic trigeminal area involving the 
eye with an outlying lesion of the left lower lip. The 
acute stage was followed by pain and a large scab in the 
left temple which persisted for 13 months. At the end of 
this time there was a sudden reappearance of lesion of 
lower lip, which grew rapidly as a fungating tumour. Biop- 
sies of lip showed anaplastic squamous-cell carcinoma ; and 
of temple, non-specific oedematous granulation tissue 
(Fig. 6). 

Case 9.—-Male. At the age of 60, herpes zoster in right 
maxillary and mandibular trigeminal area of face. Con- 

tinual irritation and 
scabbing of upper lip 
and around the mouth. 
Four years later an 
ulcer appeared on the 
right upper lip. Biopsy 
showed squamous-cell 
carcinoma. 


Case 10.—Male. Since 
childhood subject to 
herpes when excited, 
worried, or exposed to 
wind and sun. _ This 


Fic. 7,—Basal-cell carcinoma de- 
veloping in the site of recurrent 
neurogenically produced herpes affected the left cheek 

Case 19. at first, but gradually 
spread to involve also both lips, the left lower eyelid, and 
even the whole face and beard area. Sometimes this was 
sO severe as to entail admission to hospital. At the age of 
45, following one severe attack, he developed an ulcer on 
the right upper lip. Biopsy showed a basal-cell carcinoma 
(Fig. 7). 


Malignant Changes Following Herpes Involving the Breast 


As indicated above, the inflammatory changes of herpes 
zoster are not confined to the skin and subcutaneous tissue, 
but, in fact, involve all the tissues innervated by the dis- 
eased posterior root ganglia, inc!uding fat, muscles, bones, 
joints, and lymph nodes. When herpes zoster affects the 
skin of the breast, the underlying tissues are often painful 
and inflamed, and in some cases galactorrhoea has occurred. 
I found that in 15 cases after an interval varying from 
three months to three and a half years, during which 
evidence of nervous irritation was usually present in the 
involved area, malignant change developed in the breast 
beneath. The following is a brief summary of the cases. 

Case 11.—Female. At the age of 59, herpes zoster of the 
right scapular region (D 5-6) extending into the axilla and 
followed by pain and itching involving the right breast. 
Thirteen months later she noticed several lumps in the right 
breast beneath the herpetic scars. Radical mastectomy 
showed presence of anaplastic carcinoma. 

Case 12.—Female. At the age of 70, herpes zoster of 
right D 4-5 areas over breast and also over > >ulder-blade. 
Pain persisted on and off over whole affected area, 
especially on the medial side of the right breast and over the 
sternum. Twenty months later she noticed a lump in the 
imner half of the right breast adjacent to the sternum and 
beneath the herpetic scars. Radical mastectomy re- 
vealed anaplastic carcinoma (Fig. 8). 


Case 13.—Female. At the age of 53, herpes zoster of 
right D 4 distribution over scapula, axilla, and breast. Three 
months later she noticed a lump in the upper and outer 
quadrant of the right breast beneath herpetic scars. Opera. 
tive removal showed an anaplastic polyhedral-cell growth, 

Case 14.—Female. At the age of 47, bilateral herpes 
zoster in D 5-7 distribution over both breasts, followed 
intermittent pains in the affected areas for 34 years, Then 
she noticed a lump in the left breast, which proved to be 
an adenocarcinoma. 

Case 15.—Female. At the age of 65, severe herpes zoster 
of the right upper thorax and breast. Eleven months later 
she found a lump in 
the right breast beneath 
the herpetic scars. Re- 
moval of breast re- 
vealed anaplastic carci-. 
noma. 

Case 16.—Female, At 
the age of 75, herpes 
zoster of right side of 
chest in D 3 and 4 
distribution, followed 
by severe pain, and 18 
months later by the 
appearance of a lump 
in the upper and outer 
quadrant of the right 
breast beneath the her- 
petic scars. Operative 
removal showed this to 
be a squamous - cell 
carcinoma. 


Case 17.—Female. At 
the age of 44, herpes 
zoster of right D 4 area 
over breast with scar- 
ring, followed 13 
months later by a lump 
in the axillary tail of 
the right breast. After 
removal this was found 
to be a _ carcinoma 
simplex. 

Case 18.—Female. At 
the age of 75, herpes 
of right D 5 distribu- 
tion, followed by severe 
pain and two years later 
by the development. of 
a lump in the upper 
quadrant of the right 
breast near the nipple. 
This proved to be an 
adenocarcinoma. 


Case 19.—Female. At 
the age of 53, herpes 
zoster of the left scapular region extending to the axilla in 
D 5 distribution, followed by pain radiating to the left: 
breast. Fifteen months later she noticed a lump in the 
lower and outer quadrant of the breast. At operation this 
was shown to be a spheroidal-cell carcinoma. 

Case 20.—Female. Amputation of left breast at the age 
of 55 for cystic mastitis. At the age of 73, herpes of right 
D 5 and 6 segments over lower part of breast, followed by 
shooting pains and three months later by discharge from 
the nipple. A lump appeared beneath the scars and proved 
to be an adenocarcinoma with a small fibro-adenoma. 

Case 21.—Female. At the age of 43, herpes zoster of 
right side of breast. Two years later she noticed a lump 
beneath the herpes scars. At operation this proved to be 
an adenocarcinoma. 

Case 22.—Female. At the age of 62, herpes zoster im 
mediately below the left breast, leaving numerous pigmented 





Fic. 8.—Carcinoma of breast de- 
veloping beneath herpetic scars in 
D 4-5 segment (Case 12). 





Fic. 9.—Carcinoma of lower part 

of left breast developing beneath 

herpetic scars in D6_ segment 
(Case 22). 
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spots and warty growths. Two years later a mass appeared 
in the lower part of the left breast. Needle biopsy showed 
this to be a carcinoma (Fig. 9). 

Case 23.—Female. At the age of 55, herpes zoster of 
the right side of the chest, involving skin of breast and 
followed by considerable pain. Eighteen months later she 
found lumps in the right breast. Removal showed these 
to be atrophic scirrhous carcinomata. 

Case 24.—Female. “ Rheumatism” in left shoulder for 
years, culminating at the age of 76 in an attack of herpes 
zoster in the left axilla and extending on to the breast. 
This was followed by much pain and two years later by 
gradual regression of the left nipple and patchy redness of 
the skin, the whole breast being replaced by carcinoma. 

Case 25.—Female. At the age of 70, herpes zoster of 
front of left chest and shoulder, followed by persistent pain. 
Two years later she noticed lumps in the upper and outer 
quadrant of the left breast beneath the previously affected 
skin. These proved to be a columnar- cell adenocarcinoma. 


Malignant Change Following Herpetic Lesions of Neck 
and Larynx 


In the following case herpetic lesions affecting the skin 
of the neck and the larynx were followed by malignant 
change. 

Case 26.—Male. At the age of 48, herpes zoster of the 
left C3 and 4 distribution accompanied by hoarseness and 
slight haemoptysis. Laryngoscopy then showed redness of 
the left side of the pharynx and larynx. The symptoms 
cleared, but two and a half years later he developed hoarse- 
ness and was found to have a squamous carcinoma of the 
left side of the larynx. 

Discussion 

The above cases appear to show that tissues involved by 
the inflammatory lesions of herpes zoster are liable to 
malignant change. In 23 other patients suffering from car- 
cinoma of the skin or breast herpes zoster was found to 
have preceded the malignant change, but the relationship 
between the occurrence of herpes and malignant change was 
not indisputable, either because of the time interval between 
the two conditions or for other reasons. 

The liability of tissues affected by herpes zoster to malig- 
nant change might be no more than that of all chronically 
inflamed tissues. On the other hand, herpes zoster is a 
condition which results from nervous discharge to the 
affected tissues, and the acute changes may be followed by 
damage to and degeneration of the finest branches of the 
peripheral nerves. Certain other skin lesions, such as eczema 
and psoriasis, are also known to have a metameric or peri- 
pheral nerve distribution in some subjects, in others for the 
changes of zoster to change imperceptibly ivto those of 
psoriasis or eczema, or in others to exhibit features indicat- 
ing a neurogenic basis for the lesions, such as their first 
appearance or exacerbation after nervous strain. These 
lesions are also liable to malignant change. It might be 
that disturbance in innervation of the tissues is a factor in 
precipitating the malignant change in these conditions. 

The question arises as to the frequency of malignant 
change in tissues affected by herpes zoster. All but three of 
the 26 cases described above were patients of the Royal 
Marsden (Cancer) Hospital over a period of 15 years. Seven 
of them were examples of malignant change in the skin and 
15 of the breast. During this period the number of new 
cases of malignant disease of the skin (basal- and squamous- 
cell carcinoma) seen at the hospital was 2,925. The total 
number of new cases of carcinoma of the breast over the 
same period was 2,580. It is impossible, for a number of 
reasons, to give any estimate of the frequency of malignant 
change in tissues affected by herpes zoster. Both herpes 
zoster and malignant disease of the skin and breast are 
common conditions. Furthermore, herpes zoster is not 
notifiable, and most cases are never referred to hospital by 
the general practitioner. It is therefore difficult to obtain 


any information on the total number of cases of the con- 
dition occurring over a period. Again, unless specifically 
asked, the patient may not volunteer the information that 
herpes zoster involved the area later affected by malignant 
change, especially if there is an interval between the two. 
I found this to be so in a number of the cases described 
above, and the previous occurrence of zoster was recalled 
by the patient only after questioning about the herpetic 
scars in the skin. Herpes zoster may affect the skin many 
years before malignant change supervenes, and then a direct 
relationship of the two may not be obvious. It may well be 
that for these reasons carcinomatous change in tissues 
affected by herpes zoster is more frequent tham is at first 
apparent. Direct questioning of the patient in the future 
may perhaps bring out a previous history of zoster more 
commonly in cases of carcinoma arising apparently de novo. 


Summary 


A series of cases of herpes zoster are briefly 
described in which the affected area of the skin later 
developed malignant changes, either rodent ulcer or 
squamous-cell carcinoma. In cases of herpes zoster the 
tissues lying deep to the affected skin also show patho- 
logical changes. In a number of patients, when herpetic 
lesions involved the skin of the breast, malignant change 
followed in the underlying breast within three months to 
three and a half years. Herpes zoster affecting the 
mucosae may also be followed by malignant change in 
the affected tissue. 


The above investigation was carried out while holding a 
Gordon Jacob Research Fellowship at-the Royal Marsden Hos- 
pital. I should like to express my thanks to the~-Medical Com- 
mittee of the Royal Marsden Hospital for permission to publish 
the brief details of some of the cases described. 
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Diseases of the Skin. 





The advantages to be gained by the use of the “ image 
intensifier ” during cineradiography of the urinary tract were 
demonstrated at a meeting arranged by the Institute of 
Urology and held at the Royal College of Surgeons on 
October 26. After Mr. J. D. FerGusson, director of the 
Institute, had outlined the history of the introduction of 
the x-ray image intensifier and its application to urological 
procedures, the technical points were explained by Dr. J. J. 
STEVENSON. Using the fastest films and 16 frames per 
second, the amount of irradiation received by the subject 
was only about 11 roentgens per minute. Dr. Stevenson 
then showed a film which included examples of the move- 
ments of the urinary tract in both health and disease. Well 
brought out by the film was the value of the image intensifier 
in renal arteriography and in the trans-nasal introduction of 
radioactive gold seeds into the pituitary in cases of advanced 
prostatic cancer. To end the meeting, a “live” demon- 
stration was given on closed-circuit television. 
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TEST TO DISTINGUISH FUNCTIONAL 
FROM ORGANIC LIMITATION OF 
MOVEMENT IN SPINE OR HIP 


BY 


IAN AIRD, Ch.M., F.R.C.S. 
Professor of Surgery, University of London; Director of 
Department of Surgery, Postgraduate Medical School of 
London, Hammersmith Hospital 


When the only positive physical sign which a patient 
presents is a limitation of voluntary movement in the 
spine, or active or passive movement at the hip, all 
other details of physical and radiological examination 
being negative, it is often difficult to decide whether the 
limitation of movement is due to early bone or joint 
disease, or purely or partly to hysteria or malingering. 
Even when there are strong grounds for suspecting 
hysteria, it is often difficult to decide whether the symp- 
toms are purely functional or whether psychological 
overlay exaggerates a real disability. Positive evidence 
of hysteria is extremely difficult to obtain, except in 
glaring examples of psychological disorder in patients of 
rather low mentality. The opinion of a psychiatrist is, 
of course, always obtained, but, particularly in cases of 
great complexity, the psychiatrist usually places the 
onus for excluding underlying disease upon the surgeon 
or physician. 

Most textbooks which deal with joint disorders 
advise simply that the patient’s movements should be 
closely inspected at times when he or she is not aware 
of being observed, but it is extremely rare for a 
hysterical patient or an intelligent malingerer to be 
caught off guard, even during prolonged observation. 
Even if so caught, the hysterical patient will not usually 
believe that full movement has taken place, and the 
malingerer will not usually admit it. It is sometimes 
advised that one should drop some object accidentally 
in the hope that the patient will bend down to pick it up, 
but I have never found this trick to work. 

The technique described below is not commonly 
taught, and I have not yet seen it employed either by a 
surgeon or by a psychiatrist. I have not found a de- 
scription of it in the textbooks available to me. The 
test has so frequently been of great assistance in diag- 
nosis, and, when positive, so dramatic, that I hope it 
merits description. Any physical sign which establishes 
a positive diagnosis of “ hysterical joint *” would seem to 
be useful. 

Spinal-flexion Test 

The .movements of the spine are first examined 

in the usual routine fashion with the patient stand- 


a 
before the test is performed; performing this test in the 
early days of the second world war, and lacking know} 

of the dramatic effect it sometimes produces, ] Was 
responsible on one occasion for precipitating an acute 
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hysterical attack. If the patient is suspected of frank 
malingering the test should be performed in the presence 
of a witness, whose evidence can be used to prove the 
authenticity of the pictorial record of the event before a 
subsequent disciplinary tribunal. 


Hip-flexion Test 


In the performance of this test the patient lies supine. 
Hip and knee are then flexed on the affected side to the 
attainable limit (Fig. 4). Again the patient is invited to sit 
up, and to stretch forwards as far as possible. A rapid 
sketch is made of this position (Fig. 5). This drawing is 
now turned through a right-angle, so that the figure in the 
sketch appears to be lying supine again (Fig. 6), with the 
hip fully and freely flexed. Again the pictorial demonstra- 
tion will be found to carry full and dramatic conviction. 

When the appropriate one of these signs is positive, it 
proves hysteria or malingering if there have been no 
physical or radiological signs elicited other than limitation 
of movement. It may also be safely assumed that limitation 
of other movements than flexion at the same joint is func- 
tional also. : 





ing. The picture of the opisthotonic spine of the 
hysterical patient apparently straining to touch his 
toes from the erect position will be familiar to 
many (Fig. 1). The patient is then invited to lie 
down on the examination couch. He first lies 
prone and the spine is palpated. He then turns on 
his back, and the abdomen can be palpated too. He 
is then invited to sit up while a show is made of 
palpating his spine from behind. He is then asked 
to stretch out his arms as far as he can. A rapid 
sketch is then made of him in this position (Fig. 2). 
He is shown this drawing, which, as he examines it, 





is turned through a right-angle (Fig. 3) and he 





suddenly realizes that he has in fact bent his spine [| 
fully. If the patient is already suspected of suffer- 
ing seriously and solely from hysteria of a severe 
degree, a psychiatrist's advice should be sought 
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It might be argued against the validity of the spinal- 
flexion test that a patient sometimes refuses to stoop, not 
because he is afraid of bending, but because he is afraid of 
getting up again. Such a patient will not rise from the 
recumbent to the sitting position. 





GASTRIC BIOPSY WITH A MODIFIED 
AUSTRALIAN INSTRUMENT 


BY 


N. F. COGHILL, M.A., M.B., M.R.C.P. 
Physician, West Middlesex Hospital, Isleworth 


AND 


A. WYNN WILLIAMS, M.D., D.C.P. 
Lecturer in Pathology, University of Aberdeen 


Ordinary clinical methods supplemented by the use of 
x rays and gasiroscopy fail to demonstrate an 
organic cause in many patients attending hospital with 
dyspepsia or anaemia. Many of these patients present 
difficulties in diagnosis and treatment, and the cause of 
their condition may be obscure. As part of a clinical 
study of dyspepsia and hypochromic anaemia we have 
used the method of gastric biopsy to investigate the state 
of the gastric mucosa. The Australian biopsy tube 
(Wood ef al., 1949) was chosen for this purpose and 
modified (Coghill and Wynn Williams, 1955). This 
paper describes modifications to the Australian instru- 
ment and outlines some experiences and difficulties in 
its use. Examples of results are given. 


The Instrument and its Use 


The- original instrument has a small metal cylinder about 
2.5 cm. long at the lower end with a lateral hole 2.4 mm. 
in diameter in its mid-part through which the knuckle of 
mucosa to be amputated is drawn by suction. The knife, 
screwed on to a wire running the length of the instrument, 











- 


Fic. 1.—Showing the modifications described in the text. 
indicates the “ stop” inserted to control the range of movement 
of the knife. 


is circular and fits snugly inside the cylinder, of which the 
distal open end is closed by a screw. When negative .pres- 
sure has been applied the knife is quickly drawn upwards 
past the lateral hole in the cylinder by pulling on the 
upper end of the wire. The knuckle of mucosa is thus 
cut off. The instrument has previously been modified. 
Palmer (1950) and Badenoch and Richards (1953) con- 
structed what were virtually new models. Rubin ef al. 
(1953) made needlessly complicated and detailed modifica- 
tions. Our experience has shown that a few changes can 
ag the instrument simpler to use and enhance its value 
ig. 1). ' 


(1) A “stop” has been inserted into the upper end of the 
tube to govern the distance travelled by the knife and 
prevent it hitting the lower end of the flexible metal tube 
every time it is pulled up. 

(2) The metal cap on the lower end of the tube has been 
made to unscrew. This prevents blunting of the knife when 
assembling the instrument and facilitates recovery of speci- 
mens. ,» 

(3) The lateral hole in the cap through which the knuckle 
of mucosa is drawn has been enlarged from the original 
2.4 mm. diameter to 3.2 mm. This has enabled adequate 
specimens to be obtained with a lower negative pressure, 
and usually without interstitial haemorrhage. 

(4) The concavity on the outside of the metal cap around 
the biopsy hole needs to be wide and so ground that the 
edges of the hole are flush with the bore. In this way the 
distance traveiled by the knuckle of mucosa is reduced to a 
minimum. 

A mercury manometer has been used to measure the 
negative pressure generated by the hand pump. 

Biopsy specimens are obtained in the morning with the 
patient fasting overnight and usually attending as an out- 
patient. The routine is that for gastroscopy. Some patients 
have been examined in the sitting position to assist in 
obtaining specimens. Remarks by Wood et al. (1949) and 
Doig and Wood (1952) on the technique of passing the tube 
have proved helpful. Air inflation of the stomach by a 
bellows attached to the upper end of the instrument has 
sometimes enabled it to pass to a lower depth. It is our 
experience that gastric biopsy with this instrument causes 
less discomfort to the patient than gastroscopy. We have 
aimed in general to obtain at least two specimens of gastric 
mucosa from each patient from different parts of the 
stomach. Each fragment measures 2-3 mm. in diameter and 
extends down to and includes part of the muscularis 
mucosae. Specimens from the body of the stomach are 
of the greatest value, because this part contains the char- 
acteristic chief and parietal cells and, in the normal, rela- 
tively small numbers of stromal cells. 


To date 1,189 biopsy attempts have been made on 437 
patients and 776 specimens obtained. Little or no tissue 
was obtained on 413 attempts. The failure rate was 35 
per 100 attempts. Specimens have been obtained from 32 
patients on more than one occasion. In most of the failures 
no tissue was obtained, but in 13 the specimen came from 
the oesophagus and, in 6 patients with a gastro-enterostomy, 
from the jejunum. The instrument could not be moved past 
the cardia in 13 patients. In two of these there was a 
large hiatus hernia and in one the tube could not be 
advanced beyond the upper end of the oesophagus. With 
the smaller (original) biopsy hole a negative pressure of 
minus 500 mm. Hg was found necessary to obtain specimens 
of adequate depth. With the larger hole adequate speci- 
mens are obtained at a pressure of minus 200 mm. Hg. 


Histological Technique 

The biopsy fragment is fixed in 10% formol-saline and 
halved. The two halves are embedded in paraffin so that 
a section from each is cut perpendicular to the surface: 
In the majority of cases staining with haematoxylin and 
eosin is sufficient for diagnosis. When fuller information 
is required, however, other stains are used in additional 
sections—for example, mucicarmine, Motteram’s modifica- 
tion of Bowie and Vineberg’s stain for pepsinogen granules 
(Motteram, 1951), and Masson’s trichrome stain. 


Illustrative Cases 


In this and the next section brief details of a few patients 
are given to illustrate some of our findings. Carcinoma was 
found unexpectedly once (Case 6). 

Case 1.—A woman aged 31 w:th intermittent sore tongue 
and flatulent dyspepsia for six months, Her haemoglobin 
was 10.4 g./100 ml. (70%) (14.8 g.=100%), and rose on 
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treatment to 13.3 g./100 ml. (90%), but her symptoms were 
unchanged. There was anxiety and depression over a 
domestic situation, with recent loss of one stone (6.4 kg.) in 
weight. There were no physical signs of disease. The 
blood W.R. and Kahn test were negative. A barium-meal 
examination showed no abnormality. Gastric biopsy: 
Normal mucosa (Fig. 2). 

Case 2.—A man aged 46 who for some months com- 
plained of intermittent attacks of epigastric pain two hours 
after meals relieved by food and alkalis. He had had 


abdominal fullness after meals from the time when he was 
first married three years previously. He was worried and 
depressed about a minor operation undergone by his wife. 
A barium-meal examination showed no abnormality. Two 
histamine test meals showed no free HCl. 
atrophic gastritis 


Gastric biopsy : 
(Fig. 3). The mucosa was 
composed of scanty 
mucous glands separ- 
ated by abundant 
chronic inflammatory 
small round cells. 
Lymph follicles were 
conspicuous and there 
was notable intestinal 
metaplasia. 

Case 3.—A man aged 
65 who for six years 
Fic. 2.—Case 1. Normal body complained of attacks 

mucosa. H. and E. (x 20.) of sharp epigastric 
pain unrelated to 
meals. Barium - meal 
and enema examina- 
tions failed to disclose 
intestinal disease, but 
osteitis deformans was 
found in the pelvis. 
Three histamine test 
meals produced no 
free HCl, nor was any 
found in specimens of 
gastric juice with- 
drawn hourly from 4 


Chronic 





























Fic. 3.—Case 2. Chronic atrophic 





gastritis. H. and E. (x 20.) p.m. to 9 a.m. The 
Hb was 14.2 g./100 
ml. (96%). Liver- 
function tests were 


normal (alkaline phos- 
phatase, 13 K.A. units/ 
100 ml.). Gastroscopy 
revealed markedly 
atrophic mucosa on 
the lower third of the 
anterior stomach wall. 
Above this the mucosa 
was swollen, reddened, 
and haemorrhagic but 
not ulcerated. Gastric 














biopsy: Chronic 

atrophic gastritis with 

Fic. 4.—Case 3. Chronic atrophic marke d intestinal 
gastritis. H. and E. (x25.) metaplasia (Fig. 4). 


No chief or parietal 
cells were present, but there were occasional glands of 
pyloric type. Moderate numbers of chronic inflammatory 
cells were present in the stroma. 

Case 4.—A man of 67 with pernicious anaemia in re- 
mission. Gastric biopsy : The features were those of chronic 
atrophic gastritis (Fig. 5). No parietal or chief cells were 
present. A few glands of pyloric type were observed. There 
was intestinal metaplasia, but the numbers of goblet and 
Paneth cells were not considerable. Moderate numbers of 
chronic inflammatory cells were present in the stroma with 
occasional lymph follicles. 

Case 5—A man aged 54 with advanced haemochromatosis. 
Gastric biopsy : There were large amounts of haemosiderin 
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in the cells of the gastric glands, especially in the 
part of the mucosa (Fig. 6). No inflammatory changes Were 
present, 

Case 6.—A man aged 59 had had a partial gastr 
14 years previously for a chronic gastric ulcer. 
epigastric pain and a small haematemesis followed thre 
weeks after the onset of anorexia and mild dyspepsia, 
was marked koilonychia, anaemia (Hb, 6.4 g./100 ml. (434). 
M.C.H.C., 23%), and epigastric tenderness. The symptoms 
rapidly subsided in hospital. On barium-meal examinatiog 
a small gastric ulcer was seen low on the lesser curve, No 
ulcer was found eight 
days later on gastro- 
scopy, but there were 
swollen _ reddened 
folds of mucosa on 
the posterior wall and 
lesser curve’ which 
readily bled. Gastric 
biopsy: The gastric 
mucosa showed the 
appearances of 
chronic atrophic 
gastritis (Fig. 7). In 
addition, in two of 
the three specimens 
obtained there was 
carcinomatous change, 
affecting particularly 
the superficial part of 
the mucosa. The 
growth was anaplastic 
in character. 

Comment. — So far 
our findings confirm 
that variably intense 
changes from the nor- 
mal (“gastritis”) are 
not uncommon in the 
gastric mucosa and 
may be encountered 
in different clinical 











Fic. 5.—Case 4. Mucosa from the 
body of the stomach of a patient with 
pernicious anaemia. H. and & 
(x 25.) 



















Fic. 6.—Case 5. Mucosa from the 


a We are COrre- body of the stomach of a patient with 
ating the histological haemochromatosis. Prussian blue 
findings with the clini- reaction. (xX 20.) 






cal state, the gastro- 
scopic appearances, 
the haematological 
condition, and the gas- 
tric function. We in- 
tend to see if histologi- 
cal changes can be used 
to guide treatment. 








Complications 
This method of 
gastric biopsy has 


been used long 
enough for it to be 
possible to assess its 
dangers. As a diag- 
nostic procedure it 
is not entirely with- 
out risk, but we believe that, while this should be recog 
nized, adequate precautions can reduce untoward effects 
a minimum. 

We have noted a very few minor ill-effects, such # 
faintness at the time of the examination. One paticil 
vomited persistently afterwards, but did not bleed. Nit 
patients (2.1%) suffered the more serious complication ¢ 
haemorrhage. In three it was slight (a few drachms). & 
one, bleeding occurred without entry into the stomach bei 
effected (Case 7). In one there was melaena only. 
three there was haematemesis of 4, 14, and 2 pints (@ 
850, and 1,140 ml.) respectively. In one, life 


ee . > 7, ) ; 
- . =P Poy e wr 9 G 


Fic. 7.—Case 6. Atrophic gastric 
mucosa with carcinomatous change. 
H. and E. (X32.) 
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endangered (Case 10). Two patients needed transfusion with 
blood. One patient died unexpectedly following a minute 
perforation of the upper oesophagus. Brief summaries of 
illustrative cases follow. 

Case 7-A woman aged 74 with pernicious anaemia. The 
tube could not be passed beyond the cardia, and after a 
few gentle manceuvres it was withdrawn. No biopsy was 
attempted. A few hours later she vomited 7 oz. (200 ml.) of 
red blood, and the next day passed one melaena stool. 
Apart from possible instrumental trauma, no local or 
general reason for the bleeding could be found. 


Case 8._-A woman aged 47 with pernicious anaemia not 
fully responding to liver extract or vitamin By, the Hb 
fluctuating between 80 and 90%. She vomited 14 pints 
(850 ml.) of blood a 
few hours after the 
passage of the tube. 
Gastric biopsy: 
Marked atrophy of 
the mucosa with slight 
chronic inflammatory 
changes but consider- 
able intestinal meta- 
plasia (Fig. 8). Gob- 
let and Paneth cells 
were very abundant. 

Case 9.—-A woman 
aged 76 who had had 
intermittent epigastric 
fullness after meals, 
and nausea with occa- 
sional vomiting, for 20 
years. She lived with 
her husband and 
daughter, who had 
both had an attack 
of vomiting a few 
days before the patient 
became ill with the 
same symptoms. A 
few hours later she 
vomited about 2 pints 
(1,140 ml.) of blood 
and was admitted at once to hospital. The blood pres- 
sure was 190/80, and Hb 6.6 g./100 ml. (45%). With 
transfusion and oral iron the Hb rose to 10.4 g. (70%); 
M.C.V., 76 cubic microns; M.C.H.C., 30%. There was 
a histamine-fast achlorhydria on three occasions. Gastric 
secretion was collected hourly one night from 5 p.m, to 
10 a.m., a small quantity of HCI being found in the first 
sample only. A barium-meal examination one month after 
the haematemesis showed no abnormality. No other cause 
for the bleeding was discovered. At biopsy a piece of 
mucosa of the usual size was obtained at the third attempt. 
Within two hours the patient began to vomit and lost 2 
pints (1,140 ml.) of blood. Her condition gave no grounds 
for anxiety, but 2 pints (1,140 ml.) of blood was transfused. 
Gastric biopsy : Chronic superficial gastritis (Fig. 9). Chief 
and parietal cells were present in the lower half of the 
mucosa, but were absent in the upper part, their place 
being occupied by chronic inflammatory small round cells. 


Case 10.—A woman aged 60 with pernicious anaemia 
and chronic myeloid leukaemia. A specimen of mucosa was 
obtained without incident. Bleeding began at home about 
ten hours later and she lost much blood as melaena. After 
admission to hospital bleeding continued for a further four 
days, mostly as melaena, and 6 pints (3,400 ml.) of blood 
was transfused. Her condition was serious for some days. 
Histologically the mucosa was atrophied and thin. In retro- 
spect this patient should not have been submitted to gastric 
biopsy. 

Case 11.—A nervous woman aged 72 in a good state of 
health. She had had indigestion for nine years, but a 
barium-meal examination was normal; Hb, 17.2 g./100 ml. 
(111%). The biopsy tube could not be moved past the 














Fic. 8.—Case 8. Mucosa from the 

body of the stomach of a patient with 

pernicious anaemia. H and E. 
- (X20.) 





Fic. 9.—Case 9. Chronic superficial 
gastritis. H. and E. (X20.) 








hypopharynx and the attempt was soon abandoned. After- 
wards she was distressed and agitated, complaining of pain 
in the throat and neck, and across the shoulders and the 
lowest part of the chest in front. The neck became tender, 
but there was no surgical emphysema. Pulse and tempera- 
ture were unaffected throughout, but there was a temporary 
fall of blood pressure from 170/110 to 122/60. An E.C.G. 
was normal. The patient was retained in the ward and 
given chlortetracycline in view of the possibility of a per- 
foration of the hypopharynx, There was less pain the next 
day, but 44 hours after the attempt to pass the tube the 
patient suddenly became breathless, wheezy, and cyanosed. 
Intravenous aminophylline gave immediate and almost com- 
plete relief, Half an hour later she collapsed and died sud- 
denly. Necropsy revealed a perforation ¢ in. (3 mm.) in 
diameter on the right side of the upper oesophagus at the 
level: of the lower border of the cricoid cartilage. The 
appearances indicated that the tip of the instrument had 
damaged the oesophageal. wall sufficiently to cause a small 


- leak. The mediastinum on the same side was oedematous 


and partly infiltrated with pus for about 8 in. (20 cm.) down- 
wards, constituting a moderately severe degree of media- 
stinitis. The reason for the particular mode of death was 
not apparent. No cause for the dyspepsia was discovered. 


Di ‘ 

In their series of “ over 200 biopsies ” Rubin et al. (1953) 
describe two cases of haemorrhage. One had pernicious 
anaemia and the other an atrophic mucosa. In 737 
attempted biopsies on 486 patients Doig and Wood (1952) 
had seven cases of haemorrhage (1.4%). Details of these 
patients are not given but two required transfusion. 
Haemorrhage occurred in 1.4% of a series of 702 biopsies 
reported by Desneux (1954), two being severe and six 
requiring transfusion. It is noteworthy that our Cases 8 
and 10 suffered from pernicious anaemia with a thin gastric 
mucosa, and one other patient, suffering from dyspepsia, 
who lost half a pint (280 ml.) of blood, had a thin 
atrophic mucosa. Case 10 also suffered from myeloid 
leukaemia. 

The patient (Case 11) who unfortunately died after a 
very small perforation of the upper oesophagus was a 
woman of 72. This distressing complication, which some- 
times follows the passage of instruments through the oeso- 
phagus, has not previously been reported with this tube. 
However, Avery Jones et al. (1951) have drawn attention 
to the increased risk of gastroscopy in women over 50, and 
some of the factors concerned may operate with the gastric 
biopsy tube. Seven of our patients who bled were women, 
and four of these were aged 60 or over. 

Gastric biopsy should not be performed in patients suffer- 
ing from a haemorrhagic disorder, congestive heart failure, 
or portal hypertension, It is probably dangerous in severe 
anaemia (in case of haemorrhage) and in old age (especially 
in women). It is possible that atrophy of the gastric mucosa 


‘Increases the risk of bleeding from the stomach, 


After gastric biopsy it has been our practice to keep out- 
patients under observation for about six hours on a bed 
in the ward. If complications are suspected the patient may 
then be detained in hospital. Only in Case 10, in which 
bleeding began some time after the biopsy, did this system 
break down. 


Summary 


A modified Australian biopsy instrument has -been 
used to elucidate gastric histology in patients with types 
of dyspepsia and anaemia in which ordinary methods 
of investigation fail to reveal pathological changes. 

The modifications made to the original instrument are 
briefly described. - 

Our experience with the instrument is discussed and 
examples are given of results obtained in 776 biopsies 
on 437 patients. 
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There were serious complications in two patients. In 
one, a woman of 72, the upper oesophagus suffered a 
small perforation which led to mediastinitis, the patient 
dying shortly afterwards for reasons which were not 
entirely clear. In the other patient severe haemorrhage 
occurred. There was haemorrhage in nine patients 
(2.1%), three of whom had an atrophic mucosa. 
Grounds for caution in performing gastric biopsy are 
suggested. 


The Australian type of biopsy instrument is reason- 
ably safe provided there is some selection of patients 
and the patient is observed for some hours after its use. 
Our results with it so far indicate that it is useful in the 
diagnosis of some types of gastric lesion. Possible 
clinical uses to which the histological findings may be 
put are mentioned. 


The Australian biopsy tube is made by D.H.A. (Victoria) Pty., 
Ltd., 21, Alfred Place, Melbourne, C.1, Australia (formerly 
Messrs. Felton, Grimwade and Duerdins Pty., Ltd., of the same 
address). It can be imported through Drug Houses of Australia 
Export Ltd., 2/3, Norfolk Street, Strand, London, W.C.2. 

The main modifications to the Australian instrument were 
worked out with the Genito-Urinary Manufacturing Co. They 
and Messrs. T. H. Spicer and Son have altered the original instru- 
ments for us. The hand pump was obtained from Messrs. A. 
Gallenkamp and Co., Ltd. 

It is a pleasure to record our thanks to the following people 
who have helped us: to Dr. Avery Jones for his interest, and 
the loan of an instrument at the start of the work; to Professor 
J. S. Young for his help and advice; to Dr. A. C. Counsell for 
so generously providing facilities in his laboratory for the prepara- 
tion and staining of the biopsy specimens; to Mr. W. J. Ferguson 
for allowing us to include details of Case 6; to Drs. T. H. C. 
Lewis, W. B. Hennessy, and Felicity Edwards, who have obtained 
many of the specimens; to Mr: C. N. King, of the West Middle- 
sex Hospital Pharmaceutica! Department, for much help with the 
instruments; to Sisters C. K. Chambers, I. E. S. Seaney, and H. 
Hendey, and particularly Staff Nurse J. H. MacDonald, for help 
in the care of the patients; to Mr. R. Drummond for the photo- 
micrographs; to Mr. D. A. Vinton for Fig. 7; and to Miss Susan 
Robinson for the drawing. 
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In his annual report for the year 1954 Dr. I. GORDON. 
medical officer of health for the borough of Ilford, has 
these remarks to make about voluntary work in the Health 
Service : “ Many people have complained of the division of 
the National Health Service into three parts—hospitals, 
general practitioners, and local authorities—each of which 
is concerned with the welfare of old people and often work- 
ing independently of each other. There is actually, of 
course, a fourth part, the voluntary services. We are for- 
tunate in this town in having a committee run by a section 
of the fourth part, the Ilford Social Service Association, 
which concerns itself with the aged. . I have heard the 
Minister of Health state that it was often said that the 
strange thing about the National Health Service is that, while 
theoretically it should not work, nevertheless in practice 
it does. May I suggest here that the reason why it does 
work is that local people, who know local needs, and feel 
strongly on the matter, join together to patch up its defects, 
by arrangements that do not appear in the National Health 
Service Act, 1946?” 
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HEALED DISSECTING ANEURYSM OF 
THE AORTA 


BY 


R. A. B. DRURY, D.M. 


Senior Lecturer in Morbid Anatomy, University College 
Hospital Medical School, London 


Dissecting aneurysms of the aorta usually have a short 
clinical course. In Shennan’s (1934) series of 143 recent 
dissecting aneurysms with clinical data 84 (58%) of the 
patients died within the first 24 hours and 38 (26%) 
within the first week. This short duration is also empha- 
sized by the fact that dissecting aneurysms are 
commoner in deaths reported to coroners than in 
routine hospital necropsies (Mote and Carr, 1942), 
Crowell (1921) estimated that 20% of patients survived 
the initial episode, and a smaller number recover com- 
pletely. The following two cases are reported in order 
to emphasize that there is a characteristic clinical and 
pathological picture in healed cases of. dissecting 
aneurysm of the aorta. Syphilitic aneurysms are now 
uncommon, and it is believed that healed dissecting 
aneurysms assume a relatively more important place 
in the incidence of chronic aortic aneurysm. 


Case I 


A Spanish dental mechanic aged 49 had an attack of 
severe pain in his chest and back in 1949 ; this was associated 
with hoarseness of voice. After 10 days in bed he made 
a good recovery and was subsequently perfectly well except 
for occasional pains in the left shoulder and left arm ; these 
were not related to exercise. 

In May, 1953, he had another. similar sudden attack of 
thoracic pain, mainly on the left side and radiating to the 
back and down to the left groin. He 
was admitted at once to hospital, 
where he was found to be cold and 
sweating; pulse 84, regular; B.P. 
90/30. The radial and femoral 
pulses were equal; the heart was 
slightly enlarged and there were no 
abnormal heart sounds. A few rales 
were heard at both bases. The epi- 
gastrium was tender and the abdo- 
minal wall rigid. The remainder of 
the physical examination was nor- 
mal. The E.C.G. showed left ventri- 
cular preponderance only. A small 
left pleural effusion was seen in the 
chest x-ray film and the left media- 
stinal shadow was enlarged. The 
patient improved with sedation, and 
the pain disappeared; the blood 
pressure rose to 130/70. After eight 
hours a large pleural effusion was 
detected ; this was confirmed by a 
second chest x-ray film, in which the 
mediastinal shadow was found to be 
posterior, projecting anteriorly. Twelve hours later the pain 
returned, the blood pressure fell, and the patient was more 
shocked. Pure blood was aspirated from the left pleural 
cavity, and the diagnosis of ruptured dissecting aneurysm 
of the aorta was made. There was no further improvement, 
and the patient died four days after admission. 

At necropsy 2 litres of blood was found in the left pleural 
cavity. This had originated from a ruptured dissecting 
aneurysm of the aorta, which involved the descending 
thoracic aorta and the upper part of the abdominal aorta. 


1.—Diagram of 
circulation through 
healed dissecting 
aneurysm (Case 1) be- 
fore terminal rupture. 


FIG. 
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This dissecting aneurysm communicated with the lumen of 
the aorta by two smooth rounded apertures—one at the 
commencement of the descending aorta, the other 1 cm. 
above the coeliac axis (Fig. 1). The sac was anterior to the 
aorta, and on opening the aneurysm it was found to be 
lined by smooth endothelium on which there were a little 
Jaminated blood clot and some flecks of fatty change resem- 
bling atheroma with early calcification. The aneurysm was 
confined to the aorta, and no branches were dissected. The 
true abdominal aorta was grossly atheromatous with ulcera- 
tion, but there was only slight atheroma of the thoracic 
aorta. Recent rupture of the dissecting aneurysm had 
occurred into the left pleural cavity just above the diaphragm 
and also into the retroperitoneal tissues on the left side. 
The heart was enlarged (580 g.) by left ventricular hyper- 
trophy ; the left lung was collapsed by the haemothorax, and 
was adherent to the dissecting aneurysm by dense adhesions. 
It was clear that the dissecting aneurysm was several years 
old, and corresponded with the clinical history of pain in 
1949. The proximal primary tear and the distal re-entrant 
aperture were also old, and blood was shown to have cir- 
culated through the sac by the presence of ante-mortem 
blood clot of varying ages. 

Histological! examination showed that there were smooth 
muscle and elastic fibres between the aneurysmal sac and the 
lumen of the aorta ; hence the aneurysm was in the medial 
coat, but a false fibroid intimal coat was found in the sac, 
in which fatty change resembling early atheroma was present. 
Mucoid degeneration without cyst formation was found in 
the medial coat. 


Case 2 


A 66-year-old retired clerk collapsed in the street, vomited, 
and lost.consciousness. A year earlier he had had a stroke, 
from which he had completely recovered. For 18 months 
he had been treated for hypertension by repeated vene- 
sections. There was no history of any thoracic pain. 

On arrival at hospital he was in deep coma. The heart 
was moderately enlarged and the B.P. 210/130. Apart from 
an accentuated second sound at the 
aortic area the heart sounds were nor- 
mal and the peripheral pulses equal. 
Moist rales were heard at both lung 
bases. The eyes were fixed and the 
pupils small and equal in size. There 
were signs of a right-sided paralysis. 
The clinical course was progressively 
downhill, and the patient died on the 
fifth day. 

The necropsy showed that there was 
a left cerebral haemorrhage with a 
large haematoma in the left lateral 
ventricle. Anterior to the recent 
haemorrhage an old pigmented scar 
was found, presumably representing 
the cause of the stroke one year 
before death. The cerebral arteries 
were grossly atheromatous and there 
was generalized arteriosclerosis. The 
whole length of the descending 
thoracic and the abdominal aorta 
was converted into a patent double 
tube by a healed dissecting aneurysm 
which communicated with the,aorta by two apertures and 
with both common iliac arteries (Fig. 2). These inter- 
communications were all old, rounded, and covered with 
smooth endothelium. The lining of the aneurysmal sac 
was also smooth and shiny, and in the proximal part there 
‘was some old laminated antemortem blood clot. In addition 
there were sorhe fatty flecks of early atheroma. No major 
branches of the aorta had been dissected, and there was no 
evidence of leakage or rupture of the aneurysm. 

The aneurysmal sac in this case was approximately the 
same diameter as that of the aorta itself, and the sac 


Fic. 2.—Diagram of 
circulation through 
healed dissecting 
aneurysm (Case 2). 


appeared to have been carrying an equal quantity of blood. 
It was more rigid and appeared older than that of Case 1, 
and, although there was no history by which this aneurysm 
can be dated, it was estimated that the primary dissection 
occurred about five years before death. 

Microscopy confirmed the presence of long-standing pro- 
cesses, which included organizing thrombosis and the pro- 
duction of a false fibrous intimal coat in the sac of the 
dissecting aneurysm. Mucoid degeneration was found in the 
aorta, but there was no evidence of cystic change. 


Comment 
The establishment of a circulation within a dissecting 


‘aneurysm with a distal re-entrant was described by Peacock 


(1863) as the “ imperfect natural cure.” The perfect cure is 
effected by fibrous obliteration of the sac, but this occurs 
very rarely with sheath-like aneurysms (Shennan, 1932). 
The majority of healed dissecting aneurysms described in the 
literature fall into a surprisingly uniform pattern ; approxi- 
mately 50 of the cases reported by Shennan (1934), Peery 
(1936), Glendy et al. (1937), Weiss er al. (1940), Graybiel and 
Sprague (1941), and Mote and Carr (1942) are “ double- 
barrelled” aortas resembling the two cases described above, 
and most of these extend from the distal part of the arch 
of the aorta to the bifurcation. These aneurysms show 
clear evidence of patency, and their sacs are lined with 
endothelium containing varying degrees of atheromatous 
change. 

There are two anatomical factors that encourage survival 
with the formation of this characteristic type of healed 
aneurysm. The first is the situation of the dissection. The 
commonest cause of death is haemorrhage: 86% of dissect- 
ing aneurysms involving the intrapericardial aorta rupture 
into the pericardial sac (Shennan, 1934) and 74% of all 
haemorrhages from dissecting aneurysms are into the peri- 
cardium (Frei, 1921). Thus it is clear that the majority of 
cases that survive will be those with a normal ascending 
aorta, and most healed dissecting aneurysms begin at or 
beyond the arch. If the site of a recent dissecting aneurysm 
can be determined by radiology the prognosis will be 
directly proportional to the distance of the dissection from 
the intrapericardial aorta. The second factor that appears 
to encourage healing is the length of the aneurysm. The 
short dissections in Shennan’s (1934) series ruptured early, 
and most healed dissecting aneurysms are long and sheath- 
like, extending from the arch to the iliac arteries. This long 
distance between the primary tear and the re-entrant aperture 
may well be due to the fact that the pressure within the 
aneurysm will approximate to that of the thoracic aorta from 
which it arises, while the pressure within the aorta at the 
site of re-entrance will be lowered by successive branching. 
A re-entrant tear will be favoured by this pressure difference, 
which increases with the length of the aneurysm, though 
local factors in the structure of the distal aorta and iliac 
arteries may also be important. 

It is difficult to assess the frequency of healed dissecting 
aneurysms of the aorta. A suggestive clinical history may 
be absent (Case 2), and the pathological, changes seen in 
old aneurysms—old thrombosis, endothelization, and 
atheroma in the sac—may not be recognizable or may be 
obscured by recent extension with haemorrhage and throm- 
bosis. The re-entrant aperture, like the primary tear, 
becomes smooth and inconspicuous, so that it may not be 
appreciated that the aneurysm was carrying blood and its 
age may be underestimated; this confusion is especially 
likely in healed aneurysms that have recently extended, since 
the clinical and pathological pictures are also those of an 
acute dissection. The two cases presented here were found 
in a series of 18 dissecting aneurysms, and Shennan (1934) 
reported two old dissections with 15 recemt cases. Weiss 
et al. (1940) estimated that one dissecting aneurysm in 10 
is apt to heal, and, allowing for errors due to selection, it 
appears that between 5 and 10% of dissecting aneurysms are 
spontaneously repaired and ‘canalized. 
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A number of patients with healed dissecting aneurysms 
have no history of an acute attack (Case 2); they have no 
history of pain, and they commonly die of cardiac failure 
(Flaxman, 1942). However, it is not clear if this is a charac- 
teristic feature of dissecting aneurysms that heal, since Baer 
and Goldburgh (1948) found that 50° of acute aneurysms 
presented without pain. It would be interesting to relate the 
speed of development of the dissection—of which pain may 
be an index—-with the incidence of healing. Tyson (1931) 
has described dissecting aneurysms due to vasal haemor- 
rhage that have no communication with the aorta ; as these 
are of capillary origin they must develop more slowly than 
those associated with an early intimal tear. Tyson believed 
that intimal rupture was a secondary event in the develop- 
ment of a dissecting aneurysm, and there is no reason why 
both entrant and re-entrant apertures in healed aneurysms 
should not follow the production of a silent medial split. 

The signs of healed dissecting aneurysms differ from those 
of the commoner acute type. Since the aortic valve is not 
often involved, regurgitant aortic murmurs will be unusual. 
However, Frothingham ef al. (1939) believed that aortic 
regurgitation in dissecting aneurysms was caused by ectasia 
of the aortic ring rather than by deformity of the ring due 
to the dissection, and if this is accepted it is possible to have 
an aortic diastolic murmur in the presence of a distal 
aneurysm which does not involve the intrapericardial aorta. 
Shennan (1934) described one case with a rough, strong. 
diffuse bellows murmur over the arch and another with a 
rough systolic murmur over the manubrium, but these were 
not clearly related to circulatory abnormalities through the 
sac, and he concluded that there were no specific diagnostic 
signs of healed dissecting aneurysms. In most healed 
aneurysms the heart is found to be enlarged as in both the 
present cases, but this is not invariable (Weiss et al., 1940). 

Differences in pulse pressures are less characteristic 
of healed aneurysms than of acute cases. This is 
due to the fact that most healed aneurysms begin 
at the level of the attachment of the ductus arteriosus 
distal to the left subclavian artery, and the arteries 
of the head, neck, and upper limbs will not be involved. In 
addition, the canalized sac appears to transmit enough blood 
to equalize the pressures in the upper and lower limbs, and 
any such differences may be expected to diminish with the 
development of a patent sac. Radiological changes seem 
to be the most characteristic findings; Kienbock and Weiss 
(1931) and Weiss et al. (1940) reported that the light shadow 
of the dissection could be distinguished from the darker 
aortic shadow in cases of typical “ double-barrelled ” healed 
dissecting aneurysms. As in the case of aortic murmurs, 
these radiological changes will be complicated by the 
presence of ectasia of the proximal aorta if this coexists with 
the aneurysm. . 

In conclusion, it appears that if 5-10% of all dissecting 
aneurysms heal, then patients with long-sheath-like dissec- 
tions distal to the arch have a good chance of recovery, and 
the location of the aneurysm is of prognostic importance. 
Careful clinical and radiological examination of patients who 
survive the initial episode should be expected to demonstrate 
the development of a circulation through a healed dissecting 
aneurysm, 

Summary 

The establishment of a circulation through the sac of 
a dissecting aneurysm of the aorta is the characteristic 
finding in healed dissecting aneurysm. 

It is suggested that patients with a distal sheath-like 
dissection have a reasonably good prognosis compared 
with those with proximal dissecting aneurysms involving 
the intrapericardial aorta. Two cases of distal dissecting 
aneurysms in which the patients survived for several 
years are described. 

I am indebted to! Professor M. L. Rosenheim for permission 


to publish the clinical details, and to Professor G. R. Cameron 
for his help. 


a —s3 





REFERENCES 


Baer, S., and Goldburgh, H. L. (1948). Amer. Heart J., 35, 198. 

Crowell, P. D. (1921). J. Amer. med. Ass., 77, 2114. 

Flaxman, N. (1942). Amer. Heart J., 24, 654. 

Frei, C. (1921). IJInaug. Dissert., Zurich. 

Frothingham, C., Sanderson, E., and Hazard, J. B. (1939). 
Amer. Phys., 54, 333. 

Graybiel, A., and Sprague, H. B. (1941). Ibid., 21, 530. 

Glendy, R. E., Castleman, B., and White, P. D. (1937). Amer. Heart }. 





Trans. Ass. 







13, 129. 
Kienbock, R., and Weiss, K. (1931). Fortschr. Réntgenstr., 44, 211. 
Mote, C. D., and Carr, J. L. (1942). Amer. Heart J., 24, 69. 





Peacock (1863). Trans. Path. Soc. Lond., 14, 87. 

Peery, T. M. (1936). Arch. Path. (Chicago), 21, 647. 

Shennan, T. (1932). J. Path. Bact., 35, 161. 

——~ (1934). Spec. Rep. Ser. med. Res. Coun. (Lond.), No. 193. 

Tyson, M. D. (1931). Amer. J. Path., 7, 581. 

Weiss, S., Kinney, T. D., and Maher, M. M. (1940). Amer. J. med. Sci, 
200, 192. 


















TWO SURVEYS TO INVESTIGATE THE 
RELATION OF SICKLE-CELL TRAIT 
AND MALARIA 
BY 
HENRY FOY, M.A., Ph.D., D.Sc. 

W. BRASS, M.A., B.Sc. 

R. A. MOORE, L.R.C.P.&S.1., D.T.M.&H. 
G. L. TIMMS, M.B., B.S. 
ATHENA KONDI, M.D. 

AND 
TIMOTHY OLUOCH 


(From the Weilcome Trust Research Laboratories, East 
African Statistical Department and Medical Survey, Kenya 
Medical Department, and Division of Insect-borne Diseases) 



















Raper (1949), Brain (1952), Mackey and Vivarelli (1954), 
and Allison (1954a and b) have suggested that the pres- 
ence of the sickle-cell trait is a protection against in- 
fection with falciparum malaria. Allison further stated 
that the high sickle-cell-trait rates found in many African 
tribes can be accounted for on this assumption, and he 
attempted to relate sickle-cell-trait rates in tribal groups 
to the severity of malaria. In our view this work was 
of doubtful validity, since only the trait rates were de- 
termined by Allison. His estimations of the malaria 
distribution were those of other workers; in fact he 
compared his own sickling rates calculated in 1953 with 
malaria rates based on Wilson’s map for Tanganyika of 
1943 (Atlas of Tanganyika, 1948). 

It has been shown that sickle-cell-trait rates vary 
widely, not only within small areas, but also within small 
subdivisions of the same tribe inhabiting the same area 
(Foy et al., 1954; Moore et al., 1954 ; Hiernaux, 1952). 
Even greater variations occur in malaria incidence at 
different times and in different places, so that much of 
Allison’s work on this aspect of the subject must be dis- 
counted. Our surveys in the field have shown that (a) 
two adjacent tribal groups with almost identical malaria 
parasite rates (60%) had very different sickle-cell rates 
(33% Kambe and 9% Duruma), examinations for the 
trait and malaria parasites being made on the same indi- 
viduals (Moore et al., 1954); (b) the sickle-cell-trait 
rates in the Dinka, Nuer, and Shilluk of the Equatorial 
Province of the Sudan are 2 to 4%, but malaria is stated 
to be hyperendemic. It is therefore apparent that, even 
if the sickle-cell phenomenon and malaria were very 
closely associated, the attempt to relate the two from 
data giving the rates for tribal groups as a whole would 
have little chance of success. 
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The sickle-cell-trait rate can vary only through genetic 
drift in small isolated intermarrying groups, through 
having a positive or negative survival value, or as a result 
of recurrent mutations. A negative survival value must 
result from the deaths from sickle-cell anaemia; the 
hypothesis has been put forward that this is offset by a 
protection against death from malaria inherent in the 
possession of the sickle-cell trait. The effect of the selec- 
tive disadvantage at its most extreme can easily be cal- 
culated. If all the persons homozygous for the gene 
develop anaemia and all of them die before reaching 
reproductive age, and if there is (a) no differential 
fertility, (6) no differential mortality other than that of 
the homozygotes, and (c) the effect of recurrent mutation 
is negligible, then the frequency of the gene would de- 


crease at the rate gn= rm , where q is the gene fre- 


quency at the initial stage and q, the frequency after 
n generations. The frequency would then be halved 
in n=1/q generations. Hence it would take ten genera- 
tions to reduce the frequency from 10% to 5% (and thus 
the trait rate from 20% to 10%) and twenty generations 
to reduce the trait rate from 10% to 5%. 

There are strong reasons for supposing that the rate 
of change would be considerably slower than this be- 
cause (a) the effect of deaths in young children—or in 
utero—on the gene frequency might be smaller than 
would be expected, since the African woman would then 
be able to bear another child earlier than if the 
child had survived, this being linked with the custom, 
almost universal in East and Central Africa, of 
long periods of lactation during which coitus is pro- 
hibited ; (6) some homozygotes do reproduce ; (c) it is 
doubtful whether as many suffer from the anaemia as is 
implied by the homozygous-heterozygous hypothesis ; 
and (d) if recurrent mutations do occur, they will slow 
the’rate of decrease in gene frequency from homozygous 
deaths. 

There are a number of records of children with the 
anaemia whose mothers have not got the trait. In some 
of these children the presence of haemoglobin C was 
excluded. The indications are, however, that mutation 
alone cannot maintain gene frequency at the levels en- 
countered (Vandepitte, 1954; Hiernaux, 1952). The 
possibility exists that all the above factors acting to- 
gether might maintain gene frequency without any selec- 
tive advantage. Even if this is not so, the conclusion 
is that the effect of the selective advantages or disadvan- 
tages would take hundreds of years to become appreci- 
able. Changes in rates due to genetic drift could, in 
small intermarrying groups, be more rapid. In contrast 
to the relative constancy of gene frequencies. the inci- 
dence of malaria in a population can change rapidly 
as a resuit of alterations in environment due to control 
measures or from population movements into areas 
where they will encounter parasites to which they have 
no immunity. 

Present Surveys 

In our view, then, the relationship between sickle-cell trait 
and malaria can be studied only by examining these two 
characteristics in individuals and not in groups. With the 
object of determining whether there is any association be- 
tween parasite rates and parasite density and sickling, two 
Surveys were undertaken in which sickling and malaria were 
compared for each individual : (1) Among the Kambe and 
Duruma, two subdivisions of the same Nyika tribe living in 
close contiguity on the coast of Kenya and having sickle-cell- 
trait rates of 33% and 9% respectively, the parasite rate in 
the two subdivisions being almost identical (about 60%). 


In this survey the sample consisted of 991 adults, children, 
and babies; preliminary results have been previously re- 
ported (Moore ef al., 1954). (2) Among the Jaluo, a tribe 
on the eastern and northern littoral of the Kavirondo Gulf 
of Lake Victoria, a hyperendemic area (Garnham, 1949) 
where children under 6 years of age were examined. Child- 
ren were chosen in order to eliminate, so far as possible, the 
complicating factor of immunity, 1,305 in all being examined. 


Laboratory Method 


The method used for determining sicklers was that pre- 
viously described. Wet sealed preparations were incubated 
for from 12 to 24 hours. Malaria was diagnosed by examin- 
ing the thick and thin films. All the malaria slides and their 
parasite densities were examined by the same worker in _ 
order to avoid bias. Density was measured only in the 
Jaluo survey, thick films being made and densities measured 
as the number of parasites per oil-immersion field. The 
following grouping was used : (1) light = one parasite in 
five or more fields ; (2) medium = more than one parasite 
in five fields, but less than two parasites per field ; and (3) 
heavy = two or more parasites per field. Only a very few 
slides had more than five parasites per field. 


Methods of Analysis 


One of the difficulties in investigating the relation between 
sickling and malaria is to guard against heterogeneity in the 
sample, which may lead to false associations. A useful 
method of reducing this risk is to make a series of com- 
parisons between pairs instead of an over-all comparison 
between groups; for each sickler in the samples a non- 
sickling control was chosen. We did this by taking the non- 
sickler with the examination serial number closest to that 
of the sickler ; fixed rules were adopted for cases of equal 
closeness. The control numbers were chosen independently 
of the results of the examinations for malaria parasites. This 
method ensured that comparisons were made between indi- 
viduals who lived in the same small area, and sometimes in 
the same family. Data from areas with different sickling 
and malaria rates could then be put together without the 
risk of false association. With this type of comparison \’ 
tests are not legitimate. Instead the difference between the 
results of the malaria examinations for each pair was 
measured. These differences, taken with due regard to 
sign (+ or —), were treated as values from a distribution, 
and the test was of the hypothesis that the algebraic mean 
of these values was zero. Since the results for parasite infec- 
tions were found from the slides only as a positive or a nega- 
tive in the Nyika survey and in broad parasite density groups 
in the Jaluo survey, it was necessary to introduce quantita- 
tive measurements. Malaria positives were given the value 
of one, and negatives that of zero, and the density groups 
were ranked in increasing density from one to three. This 
is essentially the same as a transformation of the variable 
for the measurement of parasite density. The significance 
tests used were, in general, more sensitive than the corre- 
sponding x° tests. 

Results 


Table I shows the parasite rates for sicklers and non- 
sicklers obtained in the two surveys; the results for the 
Kambe and Duruma from the first survey are given 
separately. 4 

There is little indication of any association between sick- 
ling and parasite rates for the Kambe and Duruma, but 
some association would appear to exist among the Jaluo. 
In fact, for this tribe the difference in rates between sicklers 
and non-sicklers is just significant at the 5% level. 

A closer study of the Jaluo data reveals that they are by 
no means homogeneous but divide naturally into two parts— 
Group A, the first twq areas surveyed; and Group B, the 
remainder. The results are shown in Table II. 

For Group A the percentage of positives was actually 
lower for non-sicklers than for sicklers, although not signifi- 
cantly so ; but for Group B there was a substantially higher 
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rate among non-sicklers. The probability that the difference 
for the latter group was due to chance is considerably less 
than 1 in 100. In Group A the parasite rate for sicklers was 
5% higher than for non-sicklers ; in Group B it was 17% 
lower. The difference between these variations is also signi- 
ficant at the 5% level—that is, there is a lower probability 
than this that the contrast in the comparisons was due to 
chance. 

Malaria parasite densities were determined in the 
Jaluo survey and ranked as explained above. The results 
are given in Table III, Groups A and B being separated. 

These comparisons extend and are consistent with those in 
Table Il. There is some indication of a greater percentage 


Taspie I.—Parasite Rates 




























































































79 79 


Kambe Duruma Jaluo 
No. Positive | No. Positive No. | Positive 
| Exam-| ———_, | Exam-| ——_ | Exam-|—-"——— 
| ined | No. | % | ined | No. | % | ined | No. | % 
| | — 
Sicklers.. | 163 | 94 | $8 | 42 | 27 | 6 [2m | iat | 54 
on- | 
sicklers | 163 | 99 | ot | 42 | 26 | 62 | 241 | 154 | 64 
Total.. | 326 193 | 59 | 84 | $3 | 63 | 482 | 288 | 59 
' 
TaBLe II.—Results Among the Jaluo 
Group A Group B 
No. Positive No. Positive 
| Exam- ss TD | —__—__—_— 
| ined No. | C ined No. % 
Sicklers .. » | 4 $4 | 162 | 88 ~ 
Non-sicklers 79 } 39 49 | 162 | 115 71 
Total | «188 a2 | 52 | 324 4 203 63 
Taste Il].—Parasite Densities Among the Jaluo 
Group A | Group B } Total 
Parasite as oS a — ee 
Density . | Non- a Non- - tine. | Non- 
| Sicklers cicktors Sicklers sleikfere Sicklers | cighfese 
Negative eke aos 47 110 87 
Light i wil: ¢ 34 23 | «48 32 
Medium ae 24 18 38 66 | 62 84 
Heavy .. ; } 5 12 16 | 26 21 38 
Total... | | 162 | 162 | 241 | 241 





of heavy infections among non-sicklers than among sicklers 
in Group A, but there is little general tendency for densities 
to be greater. In Group B, on the other hand, the associa- 
tion is striking ; 92 (57%) of the non-sicklers were infected 
with densities medium or heavy, and only 54 (33%) of the 
sicklers. The difference for Group B is highly significant, 
the probability that it was due to chance being far less than 
1 in 1,000. As in the analysis of parasite rates, the difference 
between the comparisons for Group A and B is significant. 


Discussion 


From this analysis it can be concluded to a high degree of 
probability that in some circumstances parasite infection 
rates and parasite densities are substantially lower for sicklers 
than.for non-sicklers, while in other circumstances this is 
not the case. The reason for this difference is at present 
unknown. The sickle-cell-trait rates were 33% for the 
Kambe, 9% for the Duruma, and 20% for the Jaluo of 
Group A and 18% for those of Group B. Parasite rates 
were almost the same in the various samples (about 60%). 
Among the Jaluo of both groups, all but 1% of the parasites 
were Plasmodium falciparum. For the Duruma and Kambe 
the bulk of the parasites were P. falciparum, although a 
larger percentage were of other species (P. vivax and 
malariae). Tests for P. falciparum were made separately, 
but gave the same results as for total parasites. In none of 
these characteristics, therefore, is Group B of the Jaluo 
sharply differentiated from the other samples. 
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The Duruma and Kambe samples contained Africans of 
all ages. In the first area included in Group A of the Jaluo 
only children under 6 months were taken ; in the second area 
of Group A and all the areas in Group B the majority of 
the children were aged 2 to 6 years. Although, therefore, 
the association of sickling with parasite rates and densities 
may be a function of age, it is clear that this function js 
not a simple one, since parasite density and age are them- 
selves related in a complex fashion. If it be accepted that 
the acquisition of immunity in hyperendemic areas is asso- 
ciated with age, parasite rates, and densities (Wilson ef gj. 
1950), then it follows that if sickling reduces rates and para- 
site densities it would imterfere with the process of malarial 
immunization. Ultimately a stage may be reached where 


the greater immunity of the non-sickler may be balanced © 


against the assumed protective effect of sickling. There may 
also be variations in the degree of congenital immunity 
associated with the sickling characteristics of the mothers 
which could influence the relation between sickling and den- 
sities in their babies. 

Although it has been shown that in some circumstances 
individuals with sickle-cell trait have lower parasite rates and 
densities than those without it, this does not prove that the 
sickle-cell trait is a protection against mortality from malaria 
(Foy et al., 1955). 

Garnham (1949) and Wilson ef al. (1950) consider that 
under hyperendemic conditions primary attacks in infants 
cause little morbidity and negligible mortality. It follows 
that if there is no mortality from malaria, then sickling can 
have no influence on it ; the sickling rate, having no selective 
advantage, might fall as a result of homozygous deaths. In 
endemic and epidemic areas, on the other hand, where pre- 
munition is lower and variable and infantile mortality from 
malaria does occur, a protective effect of the sickling gene 
might operate to increase gene frequencies over a long period 
under stable conditions. 

Shortt (1951) and Macdonald (1951), on the other hand. 
maintain that malarial immunity is acquired only at the cost 
of a considerable mortality. In the absence of reliable vital 
statistics we know of no satisfactory data from which this 
question can be settled. 


Conclusion 

We have demonstrated a negative association between 
the sickle-cell trait and parasite density in certain areas, but 
the relationship is not constant. The connexion between this 
finding and any possible differential mortality is obscure. 
If a relationship between parasite density and mortality is 
assumed, then it must be realized that the factors influencing 
it are complex. Previous workers have stated that high gene 
frequencies for the sickle-cell trait are maintained solely by 
the protective influence of the trait against malaria. We con- 
sider this so far unwarranted, since they did not demonstrate 
any relation between parasite densities and malarial 


mortality. 
Summary 

Two surveys were made to compare sickling and 
malaria in individuals. In the first, 991 adults and 
children from among the Kambe and Duruma, with 
sickling rates of 33% and 9% respectively and a parasite 
rate of 60%, were examined ; for neither tribe was there 
any indication of an association between sickling and 
parasite rates. 

In the second survey 1,305 Jaluo children under the 
age of 6 years were examined ; the sickle-cell-trait rate 
was 18% and the parasite rate about 60%. Parasite 
densities as well as rates were determined in this survey. 
The results fell into two area groups, in one of which 
there was no association between sickling and parasite 
rates or densities, whereas in the other there was a very 
strong association. There appear to be no obvious 
reasons for these differences. It is clear that the relation 
between sickling and malaria is complex. 
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Chlorpromazine, reserpine, and isoniazid have all been 
used recently in psychiatry with apparent benefit, but 
their place in the therapeutic field has not yet been fully 
established. There is considerable need for carefully 
controlled investigations to assess their individual and 
combined effects. 

A controlled trial of this type is being undertaken at 
this hospital, using a factorial design as the method of 
Statistical analysis. This method has not previously 
been applied in medicine, so far as we are aware, 
although its use in other scientific fields is well known. 
It enables an assessment to be made of different sub- 
stances in various combinations, in addition to the 
effects of each substance individually. In our particular 
trial this requires the use of eight separate tablets to 
cover all possible combinations of the drugs, their single 
use, and the use of an inert substance alone. These 
tablets are, of course, of identical appearance. 

The toxic effects of each drug, when used alone, are 
well known, but it was thought essential to investigate 
the effect of the three drugs in combination, which is 
the subject of this report. 

The side-effects of chlorpromazine have been sum- 
marized by Charatan (1954), the main ones being toxic 
jaundice, pyrexia, tachycardia and dyspnoea, nausea, 
anorexia and epigastric distress, and variable altera- 
tions in the leucocyte count. Tasker (1955) has reported 





a case of fatal agranulocytosis. Postural hypotension 
and pallor have also been reported. A further com- 
plication, less widely known and occurring with large 
doses, is an effect on the extrapyramidal system. 
Kinross-Wright (1954), de Boucaud and Fournial 
(1954), and J. F. Donovan (1955, personal communica- 
tion) have reported cases of temporary Parkinsonism 
with large doses. 


The main side-effects of reserpine noted -by Moyer 
(1954), apart from its hypotensive action, are brady- 
cardia, nasal congestion, fatigue and weakness, dizziness, 
and increased bowel movements. Winsor (1954) also 
reported leg pains and dyspnoea. Weber (1954), using 
large doses, reported temporary Parkinsonism in 
psychiatric patients. 

Isoniazid in normal therapeutic dosage rarely. causes 
toxic symptoms. McConnell and Cheetham’ (1952) 
noted one case of pellagra, and Zabad (1953) mentions 
a case of mental disorder. Both cases probably occurred 
when the patient’s original nicotinamide level was low 
and were cured when isoniazid was withdrawn and 
nicotinamide administered. 


First Trial 


Method.—Sixteen patients (eight males and eight females) 
with chronic psychoses and of widely varying somatic and 
physiological types were selected. The treatment lasted 
three weeks and consisted of the oral administration of a 
compound tablet containing chlorpromazine, 25 mg., 
reserpine, 1 mg., and isoniazid, 50 mg. Beginning with one 
‘tablet, the dose was increased every day until four tablets 
daily were being given. Daily clinical records were made 
in order to note any signs of toxicity at the earliest possible 
stage. Temperature, pulse, and blood-pressure readings were 
charted daily and weekly weights recorded. The following 
haematological and biochemical investigations were carried 
out before and during treatment : haemoglobin, W.B.C. and 
polymorph count, blodd urea, total protein, albumin, 
globulin and fibrinogen, serum bilirubin, gold flocculation, 
thymol turbidity, and serum alkaline phosphatase. 

The following side-effects were observed : 

Cardiovascular System.—A definite fall in blood pressure 
(more than 20 mm. systolic or 10 mm. diastolic) occurred in 
eight patients. The average resting pulse rate fell from 86 
to 73. 

Autonomic System.—Nasal congestion in 3 patients, 
dryness of mouth in 2, pallor in 6, flushing in 4. 

Central Nervous System.—Parkinsonism (rigidity, mask- 
l'ke face, salivation, and tremor) in 6, tremor (without other 
Parkinsonian signs) in 4, drowsiness in 11, insomnia in 1, 
giddiness in 2, headache in 1. 

Metabolism.—Increase in weight (1-11 lb.—450 g.—5 kg.) 
in 12, loss of weight (1-4 Ilb—450 g—1.8 kg.) in 2. 

Other Symptoms.—Pains in trunk and limbs in 4, malaise 
and weakness in 8, shivering in 9, jaundice in 0. 

All these side-effects cleared within a few days of stopping 
treatment. * Six patients did not complete the course of 
treatment owing to the apparent severity of certain side- 
effects. No abnormal haematological or unequivocal bio- 
chemical changes were observed. 


Second Trial 


In view of the unexpectedly high incidence of extra- 
pyramidal signs it was decided to carry out a further trial 
using a smaller dosage. Another series of 16 patients (eight 
males and eight females) were selected, and were given. half 
the original dosage—namely, chlorpromazine, 50 mg., 
reserpine, 2 mg., and isoniazid, 100 mg., daily for four 
weeks. 

From experience gained in the first trial laboratory investi- 
gations were reduced to blood urea, total proteins, serum 
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bilirubin, gold flocculation, thymol flocculation, thymol 
turbidity, and serum alkaline phosphatase. 

The following side-effects occurred : 

Cardiovascular System.—Hypotensive and _ bradycardic 
trends similar to those in the first trial were noted (although 
one patient showed a slight increase in resting and active 
pulse rates). 

Autonomic System.—Nasal congestion in 2 patients, 
dryness of mouth in 2, pallor in 0, flushing in 1. 

Central Nervous System.—Parkinsonism in 0, tremor in 
1, drowsiness in 3, giddiness in 2, headache in 0. 

Metabolism.—Increase of weight (2-17 Ib.—0.9-7.7 kg.) in 
11, weight loss in 1, no change in weight in 1, weight not 
obtainable in 3. 

Other Symptoms.—Malaise and weakness in 2, pains in 
trunk or limbs in 1, jaundice in 0, shivering in 3. 

As in the first trial, all side-effects cleared rapidly when 
treatment was stopped. No abnormal haematological or 
biochemical changes were found. 


Therapeutic Effects in Both Trials 

These effects will be dealt- with more fully in the large- 
scale investigation. Although the duration of treatment is 
too short and the number of patients too small on which 
to have a firm opinion, these preliminary observations did 
suggest that the combination of the drugs had a definite 
effect on the mental state. 

The general clinical impressions in both trials were as 
follews : 


First Trial Second Trial 
Much worse 4 Much worse l 
Worse . 3 orse 2 
No change .. 5 No change 3 
Better ae 4 Better St 7 
Much better 0 Much better 2 
Uncompleted l 


Were the effect was beneficial the trend was towards a 
quieter, more co-operative, and more relaxed patient. 


Discussion 

Ap. unexpected finding was the high incidence of extra- 
pyramidal signs when the individual dosage of each drug 
was considered. 

With regard to isoniazid therapy, Rubin et al. (1952) 
reported that. prolonged administration to dogs resulted in 
ataxia and convulsions, but, so far as we know, these effects 
have not been reported in man. Elmendorf et al. (1952) 
state that instances of toxicity similar to those in dogs might 
be observed in man when the drug was used in larger dosage 
and for longer periods Although Parkinsonism has not 
been reported as a toxic effect of isoniazid, the drug’s pessible 
potentiating action in this respect cannot yet be excluded. 
Chlorpromazine and reserpine have both been noted to cause 
temporary Parkinsonism, but in each case with larger doses 
than those used here. Chlorpromazine does not commonly 
cause such signs, but Kinross-Wright (1954), using an 
average daily dose of 400-600 mg., reported a few cases of 
Parkinsonism. de Boucaud and Fournial (1954) and 
Donovan (1955, personal communication) observed similar 
cases during treatment with large doses. 

In the treatment of hypertension Moyer (1954) used 
reserpine in doses up to 6 mg. daily for three months, and 
Dustan ef al. (1954) used doses up to 10 mg. daily for two 
to eight months. In neither series were Parkinsonian signs 
noted. Weber (1954) gave much higher doses in psychiatric 
patients (10-20 mg. intramuscularly for several days, fol- 
lowed by 6 mg. by mouth daily), and extrapyramidal signs 
occurred in most of his cases. 

Chlorpromazine and reserpine are thought to exert their 
therapeutic effects through their depressant action on sub- 
cortical centres, and the occurrence of extrapyramidal signs 
might be regarded as an expression of such activity rather 
than as a toxic phenomenon. In view of the moderate doses 
used in these trials the emergence of such signs suggests 


esa 


that the drugs may act synergistically on subcortical centres 
such as the bulbar reticular formation. It is most likely 
that chlorpromazine and reserpine are the drugs concerned 
here. ° 

The extrapyramidal effects cannot be regarded as entirely 
undesirable, and in fact it is the aim of some Continental 
workers to produce these in order to obtain the optimum 
therapeutic result. 

Another interesting side-effect was the complaint by four 
patients of a severe feeling of weakness and loss of energy, 
This may be an exaggeration of the tranquillizing effect of 
reserpine potentiated by chlorpromazine. 

The cardiovascular and autonomic effects have been noted 
by other workers and require no further discussion. 


Summary and Conclusions 


Reference is made to a projected therapeutic trial of 
chlorpromazine, reserpine, and isoniazid, using a fac- 
torial design as the statistical method. 

The toxic effects of chlorpromazine, reserpine, and 
isoniazid are summarized. 

The results are given of two preliminary trials using 
(a) the maximum dosage originally intended for use in 
the main trial, and (5) half this dosage. Sixteen patients 
were treated in each of these trials, and the results are 
tabulated with particular reference to toxic effects. 

Although Parkinsonism is known to occur with chlor- 
promazine and reserpine when used singly in large 
doses, its occurrence with small doses in combination 
was unexpected, and it is suggested that they might have 
a potentiating action. This action may have therapeutic 
significance. 

These preliminary trials with the combination of the 
drugs did not reveal any contraindication to proceeding 
with the main, investigation as planned, apart from a 
slight modification in dosage. 

We wish to thank Dr. A. J. Galbraith, physician superinten- 
dent, under whose direction and advice these trials were carried 
out, and our medical colleagues at Knowle Hospital, all of whom 
helped in this trial. We are also grateful to Ciba Ltd. for supply- 
ing the drugs and to Dr. C. D. Falconer in particular for his tech- 
nical advice. Dr. E. M. Darmady and the Central Laboratory, 


Portsmouth, rendered invaluable assistance by advising on and 
carrying out the haematological and biochemical investigations. 
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An exhibition of x-ray photography at the Royal Photo- 
graphic Society (16, Princes Gate, London, S.W.7) from 
December 13 to 22 will illustrate. how extensively radio- 
graphy is now used in industry. Although in the decades 
after its introduction radiography was mainly confined to 
medicine, Roentgen’s paper in 1895 announcing his dis- 
covery of x rays had included an x-ray photograph of a 
piece of metal “ showing want of homogenicity,” and within 
a year the radiographic examination of a welded joint was 
reported from America. Nowadays it is possible to detect 
defects in steel welds and castings 10 in. (25 cm.) in thick- 
ness. Radiography is increasingly being used for inspection 
purposes in the aircraft, shipbuilding, oil, and other major 
industries. 
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USE OF RESERPINE AND RAUWOLFIA 
IN PSYCHONEUROSES 


BY 


ALECK FOLKSON, M.D., D.P.M. 
AND 


ANTHONY R. MAY, M.B., B.S., D.P.M. 
(From the Department of Psychiatry, Westminster Hospital) 


In the following investigation the effect of reserpine and 
rauwolfia was studied in 75 psychoneurotic patients, of 
whom 30 had anxiety states, 25 reactive depressions, 3 
hysteria, 6 obsessive compulsive neurosis, and 11 person- 
ality disorders. 

Interest in the use of reserpine and of rauwolfia pre- 
parations in psychiatric disorders was aroused after 
reading a paper by Hakim (1953). Previously, in 1950, 
after publication of a paper by Vakil (1949), Wilkins 
and Judson (1953) introduced rauwolfia into the United 
States for the treatment of hypertension. It was,subse- 
quently demonstrated that reserpine, one of fourteen 
substances isolated from the crude alkaloidal extracts of 
Rauwolfia serpentina, was unique in its sedative action on 
the central nervous system and appeared to be the chief 
active principle of rauwolfia. Schlittler et al. (1954) 
in their work on the chemistry of rauwolfia showed 
reserpine to have the empirical formula C,,H,,O,N,. 
and ha¥e proposed a formula with six methoxyl groups 
and an amino-acid which they named reserpic acid. 
Wilkins, and others, have confirmed that rauwolfia is a 
hypotensive agent of modest potency, with a definite 
sedative action, most béneficial in relieving the “ neur- 
otic” symptoms of hypertensive patients with tachy- 
cardia. Nasal congestion, a gain in weight, and 
increased bowel motility were observed, and in larger 
doses diarrhoea, nightmares, or a state of agitated 
depression could be produced, relieved by reducing the 
dosage. Serious side-effects were noticeably absent over 
prolonged periods of administration. 

Kline (1954) designed an experiment to evaluate the 
sedative action of rauwolfia in psychiatric disorders after 


‘Hakim presented his paper on the cure of schizophrenia. 


The majority (all but 5.6%) of 411 patients treated were 
diagnosed as schizophrenic. A sedative action, not 
equally effective in all cases, was described. On the basis 
of a small number of additional cases it was suggested 
there was evidence “ that rauwolfia will reduce anxiety 
and obsessive-compulsive drives, and will overcome 
excessive inhibition and reticence.” In the trial to be 
reported below particular note was taken of these 
conditions. 

Noce et al. (1954), in a preliminary report, described 
the use of reserpine in 74 mentally ill patients in dis- 
turbed wards, patients with the worst prognosis, and 15 
mentally retarded patients. The report is extremely 
enthusiastic, attributing improvement in 80% of patients 
to the use of the drug. 

Freis (1954) reported five cases of depression in hyper- 
tensive patients treated for long periods with reserpine, 
varying from 1 to 2 mg. daily in four cases and 0.25 
mg. a day in one case. Winsor (1954), writing on the 
human pharmacology of reserpine, thought the site of 
action was, in part at least, the subcortical regions of 
the brain, possibly the hypothalamus, as shown by the 
blocking of the inspiratery and pain reflexes after large 
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doses. Noce et al. considered the action on the hypo- 
thalamus, “ the seat of emotional behaviour,” a rational 
basis for trial in the mentally ill. 


It was decided to investigate the effect of the active 
alkaloid reserpine (“ serpasil”) and an alkaloidal extract 
(“ rauwiloid ”) in cases of psychoneurosis. 


The Trial 


The patients were assessed in two separate groups, and in 
each group an attempt was made to control the results. 

In group A, patients received the active drug or a placebo, 
each made up in identical tablet form, in alternate courses 
lasting a month each. The therapist himself remained 
ignorant of which preparation the patient was receiving, 
since the tablets were dispensed by the pharmacist, and 
the key to the allocation was not disclosed until after 
all results were assessed. If a patient reported no effect 
whatsoever at the end of two months treatment was stopped. 
In all other cases treatment was continued for four months 
and in a few doubtful cases for six months. One month 
was regarded as the minimum period of administration of 
the drug or placebo, because of reports of a delay in the 
action of these drugs. 

In group B, patients acted as their own controls—that is, 
the negative results of previous pharmacological and psycho- 
therapeutic treatment over a long period were considered to 
provide an adequate baseline for assessment of any beneficial 
results obtained by the administration of the active drug 
itself. No suggestion was made about the effect of the drug. 
The duration of treatment varied between two and six 
months. It was intended that any patient in this group 
showing improvement should subsequently be given the 
placebo, but this proved impracticable in most cases. 
Criticism of this method of “ clinical control” is discussed 
below. 

As the majority of the 75 patients in this study were out- 
patients they were all treated by the oral route to obtain 
conformity of results, Sixty-seven patients received reser- 
pine in a dosage of 0.25 mg. thrice daily initially, rising to 
0.5 mg. thrice daily where this could be tolerated without 
side-effects. This scheme of dosage followed that suggested 
by Kline for the treatment of neuroses. Seventeen patients 
received rauwolfia in a dosage of 2 mg. twice daily, and of 
these nine patients subsequently received reserpine, thus 
raising the total number of cases in the results to 84. 


Results 


In the accompanying table the patients are classified 
according to the predominant symptom and an assessment of 
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their response to the drug is made on the following basis: 
“Much improved” is limited to relief sufficiently pro- 
nounced to allow discharge of the patient on a maintenance 
dose of the drug. “ Somewhat im proved” indicates obvious 
benefit of some symptoms with continuation of others. “ No 
relief * included temporary or slight relief. 

It will be seen that only 6 out of 67 patients showed any 
improverment on reserpine, while none of 17 patients showed 
improvement on rauwolfia. 

In group A, three patients felt equally improved on active 
drug and placebo, and were obviously discounted. Four 
patients felt improved while taking the placebo. One patient 
felt worse during a month on placebo ; another felt worse on 
active drug and placebo. None of the patients in this group 
felt improved while taking only active drug. 

In group B, one patient was “ much improved” and five 
were “somewhat improved.” Four of these patients were 
diagnosed is having anxiety states, of whom two were suffer- 
ing from tension, one from somatic dysfunction (skin dis- 
order), and one from phobias ; one patient suffered from an 
obsessive compulsive neurosis ; and the sixth suffered from 
reactive depression. Three of these patients suffered from 
hypertensior. Thirteen patients treated with reserpine 
showed temporary improvement only (“no relief”). 

Complications.—Foote (1955) observed three cases of 
oedema of the legs, including one with oedema of the face, 
in 32 psychotics receiving 4 mg. of reserpine daily. Richman 
and Tyhurst (1955) report the appearance of extrapyramidal 
signs and symptoms in 12 out of 19 patients receiving 3-13 
mg. of reserpine intravenously and 0.5—5 mg. orally. The 
occurrence of depression reported by Freis has already been 
mentioned. In our series seven patients complained of nasal 
stu‘Tiness, four of unpleasant or excessive dreaming, two of 
conjunctival irritation, three of looseness of the bowels at 
the beginning of treatment, and four of slight drowsiness. 
Four patients observed a gain in weight. The complications 
recorded with larger doses were not seen in our series. 


Discussion 

In view of the enthusiastic reports quoted, the result of 
this work was disappointing, using as we did the dosage 
suggested by Kline for neuroses. Much larger doses have 
been used with psychotic patients. A number of useful 
points do arise, however, as a guide to the possible value 
of these drugs in selected cases. Eight hypertensive patients 
in the 75 treated provided three out of the six improved 
cases ; they showed a reduction of tension and irritability, 
and a reduction of blood pressure in two. Apart from a 
reduction of anxiety in the other three improved cases no 
other common factor was established. It was observed that 
side-effects were more often encountered among the im- 
proved than the unimproved cases, indicating a possible sen- 
sitivity to the driig. 

In group A, of the 21 patients treated with reserpine, none 
improved ; but in group B, of 40 treated with reserpine six 
improved. These results suggest a possible discrepancy in 
the methods of assessment. 

The patients who felt equally improved on both the active 
drug and the placebo, or on the placebo alone, had experi- 
enced either a change in circumstances or were unduly 
suggestible, as were so obviously the one or two patients who 
complained of side-effects whilst receiving the placebo. This 
supports the contention that controlled experiments are 
desirable in any investigation involving the use of new drugs 
if their value is to be accurately assessed. 

A number of inadequate personalities were treated, mainly 
in the chronically anxious, depressive, hypochondriacal, and 
self-conscious groups. Not one of these patients showed any 
real benefit. Tonge (1955) found equally unrewarding the 
treatment of a group termed “ neurasthenic psychopaths.” 
The inclusion of these patients in this study may account to 
some extent for our disappointing results. 

Where a neurosis occurs in the setting of a good basic 
personality, individual psychotherapy must remain the treat- 
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ment of choice. A few patients spontaneously expressed the 
opinion that amylobarbitone had helped them more effec. 
tively in the past. In the presence of tension, chlorprom- 
azine may be found useful (Garmany et al., 1954). 

The suggestion of Kline that rauwolfia reduces obsessive: 
compulsive drives and overcomes excessive inhibition and 
reticence has not been confirmed. Anxiety in association - 
with hypertension, however, is apparently reduced with reser. 
pine. 


Summary 


An investigation of the effects of rauwolfia and reser. 
pine upon 75 psychoneurotics failed to confirm the 
results claimed in a number of psychiatric disorders, 
The need for adequate control in such investigations js 
stressed. 

Six patients benefited, of whom three were hyper- 
tensive. Side-effects were infrequent and slight in nature, 


We wish to thank Dr. Gerald Garmany for his help in the 
preparation of this paper; Messrs. Ciba for supplies of “ serpasil ” 
and control; and Messrs. Riker for supplies of “‘ rauwiloid ” and 
control. 
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JAUNDICE IN RELATION TO 
CHLORPROMAZINE THERAPY 


BY 
BERNARD ISAACS, M.B., F.R.F.P.S. 
J. G. MACARTHUR, M.C., M.B., MLR.C.P. 
AND 
RHODA M. TAYLOR, MLB. 


(From the Department of Materia Medica and Thera- 
peutics, University of Glasgow, and Stobhill General 
Hospital, Glasgow) 


The occurrence of jaundice in relation to chlorpro- 
mazine therapy is becoming well known. We report four 
further cases of this complication encountered during 
a relatively small experience with the drug. We have 
also obtained information by questionary of the occur- 
rence of this complication in the experience of other 
physicians, and present certain facts and inferences. 
We have given chlorpromazine to 26 patients (8 males, 
18 females) for the prevention and treatment of nausea 
and vomiting. Their ages ranged from 8 to 65 (mean 45). 
The conditions treated included radiation sickness, preg- 
nancy sickness, uraemia, cerebral tumour, “ cyclical” 
vomiting, and therapy with morphine, diamorphine, 
pethidine, mustine hydrochloride, oestrogens, and digi- 
talis. The usual dose of chlorpromazine was 25 mg. 
thrice daily and the duration of treatment one week. 
The largest daily dose was 100 mg. and the greatest 
duration of treatment 14 days. Jaundice developed in 
three of these patients. 
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Case Reports 
Case 1.—A woman of 60 with carcinoma of the breast 


and metastases developed troublesome nausea and vomiting , 


during large-dose oestrogen therapy. She was given chlor- 
promazine, 25 mg., by mouth twice daily for five days, then 
25 mg. once daily fora further seven days. On the sixth 
day of chlorpromazine therapy mild jaundice was noted, 
with bile in the urine and pale stools, but thére was no 
general upset. Chlorpromazine therapy was continued. The 
jaundice subsided at the end of one week. Liver-function 
tests showed a rise in the serum bilirubin and alkaline phos- 
phatase with normal thymol turbidity. The patient died 
eight months later from multiple metastases, but suffered 
no recurrence of jaundice. 

Case 2.—A woman of 39 with carcinoma of the breast 
was vomiting persistently during large-dose oestrogen 
therapy, and was therefore given chlorpromazine, 25 mg., 
twice daily for two days. This drug was then stopped 
because of drowsiness, Two days later jaundice appeared, 
and this had the clinical and biochemical features of 
obstructive jaundice. Jaundice persisted until the patient's 
death in coma two weeks later. At necropsy a large meta- 
static tumour mass was found in the temporal lobe, and this 
was thought to have been responsible for the patient’s 
deepening coma. The liver showed regular central lobular 
necrosis with mid-zone fatty infiltration. The small bile 
ducts were compressed, and some contained bile thrombi, 
but the larger ducts were patent. Cellular infiltration of the 
portal tract was inconspicuous. This patient had had a 
transient attack of jaundice, thought by her general prac- 
titioner to be due to infective hepatitis, ten weeks before her 
death, 

Case 3.—A woman of 62 died of acute necrosis of the 
liver two weeks after an operation for the relief of calculus 
obstruction of the common bile duct. Bowel haemorrhage 
and paralytic ileus had preceded death. The patient had 
received 25 mg. of chlorpromazine four times daily for two 
days early in the post-operative period in an unsuccessful 
attempt to relieve post-operative vomiting. In this case 
chlorpromazine may have played a part in the pathogenesis 
of acute liver necrosis. 

Case 4.—A woman aged 30 was referred from the psychia- 
tric unit. She had received chlorpromazine, 75 mg., thrice 
daily for seven days for treatment of an anxiety state. 
Thirteen days after stopping treatment she developed 
jaundice of obstructive type with pyrexia, abdominal pain, 
vomiting, enlargement of the liver, pruritus, bilirubinuria, 
and pale stools. The jaundice deepened, then gradually 
cleared after 14 days. Subsequent cholecystograms and 
liver-function tests were normal. 


Results of Questionaries 


Because of the varying relationship between chlorpro- 
mazine therapy and jaundice in these four patients we 
sought additional information on their relationship through 
the medium of a questionary addressed to five psychiatric 
units in Scotland where chlorpromazine was known to be 
in use. Further, through the courtesy of Dr. John Harper, 
of Messrs. May and Baker, there were made available to 
us for analysis the results of a large questionary addressed 
by Messrs. May and Baker in the autumn of 1954 to 57 
centres in the United Kingdom and Eire, mainly psychiatric 
units, where chlorpromazine was being extensively used. 
Data are thus available concerning 3,252 patients treated 
with chlorpromazine, of whom 39 developed jaundice, an 
apparent incidence of 1.2%. Because of varying periods of 
observation, different types of patient treated, and different 
dose schemes used, this figure offers only an approximation 
of the extent of the problem. The data provided by the 
questionary were not always complete in all respects, but it 
was possible to draw the following inferences. 

Age.—Jaundice was rather more common in older:than 
in younger patients. The youngest patient to. develop 
jaundice was aged 23, and the oldest 81. 


Sex.—Jaundice was commoner in females than in males in 
the proportion of 2 or 3 to 1. 

Route of Administration.—Jaundice occurred in patients 
treated by oral therapy alone, by oral plus intramuscular 
therapy, and by intramuscular therapy alone. 

Dose and Duration of Therapy—The daily dose of chlor- 
promazine in patients who developed jaundice ranged from 
50 to 800 mg., but in over three-quarters of the cases it 
was under 200 mg. The duration of therapy ranged from 
2 to 35 days, most cases occurring in the second, third, and 
fourth weeks of treatment. The total dose of chlor- 
promazine that had been given at the time that jaundice 
appeared ranged from 100 mg. to 10 g., and was in most 
cases between 1 and 6 g. In nine cases (including Cases 3 
and 4, above) jaundice did not appear until after chlor- 
promazine was stopped. The duration of therapy in these 
cases was from 2 to 28 days (mean, 16 days), and the 
jaundice appeared 5 to 14 days after stopping treatment. 
It is not possible to be sure that the jaundice in these cases 
was causally related to chlorpromazine, but the high inci- 
dence is suggestive ; and, except in our own cases, no other 
cause of jaundice was usually evident. 

Course.—In one further case jaundice was fatal. A 
female mental hospital patient aged 81 received 1,750 mg. 
of chlorpromazine over 24 days. Five days after the con- 
clusion of treatment she developed jaundice, with enlarge- 
ment of liver and pale stools. Jaundice persisted until the 
patient’s death two and a half months later. In another 
case the patient recovered from jaundice despite continued 
administration of chlorpromazine (cf. also Case 1, above). 
The patient received 150 mg. of chlorpromazine daily and 
became jaundiced on the seventeenth day of treatment. The 
drug was continued and jaundice subsided within a fort- 
night. As a rule jaundice cleared within two weeks of 
stopping the drug, but in a few cases it persisted for a month 
or more, as in the case just described. 

Predisposing Factors.—Pre-existing liver disease, which is 
now taken to be a contraindication to chlorpromazine 
therapy, was present in our Cases 2 and 3, and also in a 
mental hospital patient who developed coma and died four 
days after starting treatment. There was no jaundice, and 
the cause of coma was not evident. Post-mortem examina- 
tion revealed multilobular cirrhosis of the liver, which must 
have been present before chlorpromazine was given.. On 
the other hand, several of our patients who received chlor- 
promazine without developing jaundice had pre-existing 
liver disease ; and, in fact, one patient with jaundice asso- 
ciated with accidental haemorrhage received three doses of 
25 mg. of chlorpromazine without apparent harm. Con- 
comitant administration of other drugs might predispose to 
liver damage from chlorpromazine, and, in fact, our Cases 
1 and 2 received large doses of oestrogens. One other 
patient who developed jaundice during chlorpromazine 
therapy had been given large amounts of mepacrine for the 
treatment of rheumatoid arthritis. There is no evidence 
that any of the patients suffered from dietary deficiency. 

Clinical Features——We have attempted to classify the 
cases into four clinical types. (1) Mild transient jaundice 
with pale stools and bile in the urine but little systemic 
upset. Jaundice cleared in a few days even if chlorproma- 
zine was continued. (2) Pyrexia of about 101° F. (38.3° C.), 
epigastric pain and tenderness, anorexia, nausea, and vomit- 
ing ushered in an attack of jaundice of moderate severity 
lasting two to four weeks. Enlargement of liver, pale stools, 
dark urine. Elevation of serum bilirubin and alkaline 
phosphatase. Tests of hepatocellular function, normal. (3) 
Severe prolonged jaundice, sometimes with death from liver 
failure, (4) In some cases, not hitherto discussed here, 
pyrexia, anorexia, and epigastric pain and tenderness 
occurred, with elevation of the E.S.R. but without frank 


jaundice, 
Discussion 
On the whole the features of jaundice in patients treated 
with chlorpromazine described here are supported by 
reports in the recent literature (Boardman, 1954; Earle, 
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1955 ; Grytting, 1954; Hartnett, 1955; Loftus ef al., 1955; 
Lomas ef al., 1955; Van Ommen and Brown, 1955 ; Whit- 
field, 1955; Zatuchni and Miller, 1954). The main points 
on which comment seems justified at present are: 


1. The jaundice is apparently not a direct toxic action of 
chlorpromazine on the liver. This is supported by (a) the 
demonstrated lack of correlation between the amount of 
chlorpromazine ingested and the occurrence of jaundice ; 
(b) the absence of liver damage in patients who have taken 
large amounts of chlorpromazine in suicidal attempts 
(Deniker, 1954; Aubertin er al., 1954; Vallat and Lepetit, 
1954) ; (c) the failure to induce liver damage in experimental 
animals given large doses of chlorpromazine over long 
periods (Courvoisier ef al., 1953 ; Smith, Kline, and French, 
1954, personal communication); (d) the failure to demon- 
Strate reduction in the oxygen consumption of isolated rat- 
liver slices exposed to chlorpromazine (Peruzzo and Forni, 
1953); (e) the observation that in some patients jaundice 
is not apparent until some time after the drug has been 
stopped. 

2. Older people are more likely to develop jaundice than 
young ones, and females more than males. 

3. The mechanism of jaundice in our Case 2 and in other 
recorded cases is intrahepatic biliary obstruction (Sherlock, 
1955). In some cases the bile ducts are apparently com- 
pressed by swollen fat-filled liver cells, and the cause of 
fat storage in these cases might be worth investigating. It 
seems necessary to explain why, on the one hand, jaundice 
does not appear until after chlorpromazine therapy has been 
stopped, and, on the other hand, why the jaundice can 
recover even although chlorpromazine is continued. The 
sex incidence of this complication also awaits explanation. 


Conclusion 
The incidence of jaundice in patients receiving chlor- 
promazine therapy is about 1%, and many cases are mild. 
However, in circumstances not clearly delineated severe or 
fatal liver disease can occur. It would seem wise to avoid 
chlorpromazine therapy in the following circumstances: 
(1) when infective hepatitis is endemic ; (2) in the presence 
of liver disease ; (3) in malnourished patients; (4) when 
other potentially hepatotoxic agents have been used; and 
(5) when oestrogens have been given. Should a pyrexial 
illness occur during chlorpromazine therapy evidence of 
liver damage should be sought. If it is found, chlorpro- 
mazine and all other drugs should be withdrawn and a 
high-protein high-calorie diet given. 
This advice is largely empirical, and more ciinical and 
experimental information is required before the problem 
of jaundice and chlorpromazine is elucidated. 


Summary 


During the treatment of 26 patients with small doses 
of chlorpromazine for relief of vomiting, three cases of 
jaundice occurred ; a fourth case was referred from a 
psychiatric unit. The clinical features of these cases are 
analysed together with 39 additional cases, information 
about which was obtained by questionary. The incidence 
of jaundice in chlorpromazine therapy was about 1%. 
Jaundice was more common in females than in males, 
but bore no relation to the dose and duration of therapy. 
Cases varied in severity from mild and transient jaundice 
to severe, prolonged, and occasionally fatal illness. 
It is advised that chlorpromazine be avoided in the 
presence of epidemic hepatitis, in patients with liver 
disease, and in combination with other potentially 
hepatotoxic agents. 

We wish to thank Professor S. Alstead, Mr. J. P. Galloway, 


and Dr. A. S. Rogen, under whose care many of these patients 
were treated; Dr. Hunter Gillies, Dr. W. Mayer-Gross, Dr. A. 


——— ll 


MacNiven, Dr. A. Milne, and Professor Ferguson Rodger, who 
kindly replied to our questionary; the many physicians who 
compieted the questionary from Messrs. May and Baker fo, 
their permission to use the data in this analysis; and Dr, j, 
Harper, Dr. R. Forgan, and Mr. Baines, of Messrs. May ang 
Baker, for their courtesy and co-operation throughout. 
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HYSTERICAL ABDOMINAL PROPTOSIS 
RECORDS OF A CASE 


BY 


M. R. EWING, F.R.C.S. 


Senior Lecturer in Surgery, Postgraduate Medical School of 
London, W.12 


AND 


J. H. DEREK MILLAR, M.D., F.R.C.P.Ed. 
Consulting Physician, Grimsby and District Hospital 


Our attention was recently drawn, for the first time, toa 
most interesting paper by Roussak (1951) on a clinical 
condition which he called “hysterical abdominal 
proptosis.”” On reading it we were reminded vividly of a 
patient who was under our care two years ago and who 
presented an interesting problem in diagnosis and in 
management. 


Case Report 

A short, thick-set, rugged, placid trawlerman aged 55 first 
came under the care of one of us (J. H. D. M.) on account 
of shortness of breath and of abdominal distension. 
Although he was acutely dyspnoeic there was no cyanosis. 
His heart was apparently normal, as was an x-ray film of 
his chest, although on clinical examination there was poor 
aeration at the bases. The most striking feature on physical 
examination, however, was the prominence of the abdomen, 
which was grossly distended and tympanitic all over. Despite 
a diligent search, no cause for this distension was discovered, 
and at a subsequent laparotomy there was no hint of intes- 
tinal obstruction. However, as soon as anaesthesia was 
induced the abdominal swelling collapsed in a most dramatic 
fashion, only to reappear with the return of consciousness. 
A second anaesthetic was administered during his convales- 
cence and with precisely the same result (Fig. 1). 

He was later admitted to Hammersmith Hospital, where 
it was thought possible that his dyspnoea might be due to a 
slight degree of left ventricular failure. While a variety 
of investigations were being completed he continued to com- 
plain of abdomina] distension, which remained unchanged 
for days on end. There was no disturbance of bowel 
function or any Colic or vomiting. A straight x-ray film of 
the abdomen showed only the normal amount and distribu- 
tion of intestinal gas, and the diaphragm was at its proper 
level and moved reasonably well. However, as soon as 
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Fic. 1—Photographs to show appearance of abdomen before (A) 
and after (B) induction of anaesthesia with intravenous thiopen- 
tone sodium and scoline to complete respiratory paralysis. 
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films were so dark as not 


anaesthesia was induced (using thiopentone) the diaphragm 
was seen to ascend, and at the same time, and without the 
discharge of any gas from either end of the intestinal canal, 
the abdominal girth quickly lessened from 404 to 37 in. 
(103 to 94 cm.) (Fig. 2). As consciousness returned, so did 
the distension. 

While we were still debating how best to manage this 
distressing complaint, and before any treatment could be 
instituted, he suddenly announced that his abdomen was 
quite flat, for the first time for over a year. It was, in 
fact, as soft and flabby and easy to examine as it had been 
earlier under general anaesthesia. He seemed to be as 
delighted as we were, and forthwith took his discharge 
home. 

We were much intrigued by this illness, which seemed 
clearly to be psychosomatic in nature, and in searching 
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Fic. ge of lateral x-ray films of the abdomen before (A) and after (B) 


round for a possible precipitating cause it was discovered 
that he had five months previously received an injury at 
the fishing grounds which he believed to have induced an 
inguinal hernia. This was repaired surgically and at the 
same time an operation was carried out on the opposite 
testis. Some complication ensued, for five weeks later he 
made a second trip to the operating theatre. On direct 
questioning he freely admitted that he was greatly dissatis- 
fied with the terms of the settlement which had been offered 
to him in compensation for this injury: it was also clear 
that his inability to work was denying him the share of the 
rich earnings which may (in good times) be enjoyed by deep- 
sea fishermen. 


Comment 


Cases of this sort are by no means uncommon: most 
clinicians of experience will be able to call several to mind. 
There has been recently a precisely similar case in the 
surgical practice of Hammersmith Hospital. There is a 
considerable literature on “ pseudocyesis,” on “ phantom 
tumour,” and on “tumeur en accordéon,” and the writings 
of Alvarez (1949) on this subject are familiar to most 
specialists in gastro-enterology. He called it “ the hysterical 
type of non-gaseous abdominal bloating.” We still feel 
justified, however, in presenting this single case, in the 
belief that the condition is not nearly so well known as it 
should be—a belief that receives some support from the 
large number of the recorded cases that have been sub- 
mitted to one, two, or even very many unnecessary surgical 
explorations, 

The important clinical features are as follows: (1) The 
presence of abdominal distension for which there is no 
obvious cause. (2) There is no excess of intestinal gas. (3) 
The distension disappears under anaesthesia, and as it sub- 
sides there is no discharge of gas upward or downwards. 
(4) Often there is an obvious lumbar lordosis, so that a 
hand can be slipped freely under the spine when the patient 
is recumbent. (5) Even when the diaphragm is not obviously 
at a low level it will almost always be 
seen to rise as the distension subsides. 
(6) The presence of one or more lapar- 
otomy scars is a common finding. (7) 
The male enjoys no immunity to this 
complaint. (8) The giving of an anaes- 
thetic (as in pseudocyesis) is immensely 
valuable in diagnosis: it may also have 
some merit in treatment. (9) A diligent 
inquiry will often bring to light some 
possible precipitating cause. 

The abdominal protrusion is due, no 
doubt, to contraction of certain groups of 
muscles of the abdominal wall and to relax- 
ation of others. This is often accompanied 
by the development of a lumbar lordosis 
and by descent of the diaphragm. Most 
muscular healthy males can push out the 
abdominal wall, but the effort can seldom be 
sustained for long even in the presence of the quietest 
respiration, In the hysterical subject it is unaffected by 
a cough or by a sneeze, nor by emptying the bladder or by 
straining at stool. 

On treatment we have no comment to make other than 
to draw attention to the obvious shortcomings of laparo- 
tomy as a cure. The first is all too often the prelude to a 
second. 


of the disten- 


Our attention was first drawn to this clinical syndrome by 
Mr. Ralph Shackman and Dr. M. D. Milne. For the photo- 
graphs and x-ray films we are indebted to Dr. K. O. Harrison 
and Dr. R. E. Steiner respectively. 


Alvarez, W. C. (1949). Arch. intern. Med., 84, 217. 
Roussak, N. J. (1951). Gastroenterology, 17, 133. 
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Non-thrombocytopenic Purpura after Administration of 
Chlorpromazine Hydrochloride 


Chlorpromazine hydrochloride (“largactil”) is one of the 
series of alkyl amine derivatives of phenothiazine and is 
used in a wide variety of psychiatric conditions. The case 
documented here is, so far as I know, the first reported 
instance of purpura associated with its administration. 


Case REPORT 


A married woman aged 63 was admitted to hospital for 
the fifth time in four years, suffering from involutional 
depression. On each previous occasion she had discharged 
herself before the completion of an adequate course of 
electroplexy. 

On examination the only significant findings were that she 
was obese, with moderate atherosclerosis and a blood 
pressure of 200/105 ; the apical impulse was in the fifth left 
interspace 4 in. (10 cm.) from the midline, and the aortic 
second sound was accentuated. In addition, there was a 
grade 2 retinopathy. She gave a history of a drug rash 
occurring while receiving bromides some years ago, but was 
quite unable to describe the character of the lesions. The 
diet prior to admission and whilst in hospital was con- 
sidered quite satisfactory in spite of her impaired appetite. 

In view of her evident dislike for electroplexy, it was 
decided to treat her with chlorpromazine. She was there- 
fore put to bed and two spaced intramuscular injections of 
25 mg. of chlorpromazine were given the first day, followed 
by two further intramuscular doses of 50 mg. of chlor- 
promazine during the next 24 hours. Thereafter, the intra- 
muscular dose was replaced by oral administration, so that 
at the conclusion of the first week of treatment she was 
receiving a total daily dose of 100 mg. of chlorpromazine 
by mouth, the patient having been ambulant from the third 
day onwards. Routine six-hourly pulse and respirator) 
rates, axillary temperatures, and brachial blood pressures 
were recorded. During this period there was considerable 
symptomatic improvement, although the patient complained 
bitterly of terrifying dreams and nightmares. The only 
other medication she received included an evening sedative 
of amylobarbitone sodium, 3 gr. (0.2 g.), and oral doses of 
0.5 mg. of stilboestrol twice daily. 

The dose of chlorpromazine was then further increased 
to 250 mg. a day, and after 27 days of treatment (4,800 mg. 
of chlorpromazine) she was observed to have a spontaneous 
symmetrical purpura distributed on the dorsum of both 
feet and the front of both legs, accompanied by an erythema 
of the dorsum of both wrists and the distal third of the 
extensor surfaces of the forearms. Petechiae were also 
noticed in the subconjunctiva of the left lower lid, but none 
were seen in the mouth or the retinae or elsewhere. Hess’s 
capillary resistance test was strongly positive, more than 
80 petechiae being counted in a circle 2.5 cm. in diameter. 

All drugs apart from the amylobarbitone were imme- 
diately withheld, and the purpura was investigated, with the 
following results : haemoglobin, 13 g. % ; total white cell 
count, 7,300 per c.mm. (neutrophil polymorphs 51%, 
eosinophils 9%, lymphocytes 36%, monocytes 4%) ; platelet 
count, 250,000 per c.mm. The bleeding-time was 3 minutes 
30 seconds (Duke’s method), the clotting-time 7 minutes 
(Lee and White’s method), and the prothrombin index 
100%. A smear of the sterr.al marrow contained megakaryo- 
cytes with a normal appearance, distribution, and matura- 
tion. The marrow differential count was within normal 
limits apart from an increase in eosinophils (0.5% blast 
cells, 3.5% premyelocytes, 7.5% myelocytes, 10% metamyelo- 
cytes, 31% neutrophil polymorphs, 11% eosinophils, 3.5% 
pre-erythroblasts, 4.5% early normoblasts, 6.5% intermediate 


i 


normobiasts, 11.5% late normoblasts, and 10.5% lympho- 
cytes). The urine showed only very occasional red bioog 
cells. The results of other tests include 2 units per 100 mj 
for thymol floccuiation, the thymol precipitation test being 
negative. The serum alkaline phosphatase was 8 units per 
100 ml. and the serum bilirubin 0.1 mg. per 100 ml. 

A further crop of petechiae appeared on the lower | 
the next morning, and Hess’s test repeated three days syb. 
sequently was still positive, with 47 petechiae in the pre. 
scribed circie. 

Hess’s. test was again repeated after an interval of eight 
days and was quite normal at that time, but as the patient's 
condition had meanwhile deteriorated, with a return. of 
agitation and depressive ideas, chlorpromazine was recom- 
menced. The initial dose was 25 mg. twice daily by mouth 
and this was cautiously increased, but after 33 days further 
administration (7,300 mg. of chlorpromazine) purpura re- 
appeared on the dorsum of both feet and both legs; the 
drug was therefore finally withdrawn. Hess’s test was once 
more positive, with 41 petechiae in the circle. 


COMMENT 


An increased tendency to bleeding was noticed during 
treatment with chlorpromazine by Giacobini and Lassenius 
(1954), who reported seven cases of epistaxis during the 
nrst few weeks of therapy, while two other patients 
developed bleeding from the gums. Uterine bleeding 
occurred in one woman at the menopause without any 
causal facior being discovered. Finally,-two other patients 
presented with conjunctival haemorrhages. In ali instances 
the bleeding and clotting times were quite normal, as was 
also the prothrombin index, and in this series the authors 
persisted with treatment without noting any subsequent 
liability to haemorrhage. In fact, Courvoisier et al. (1953), 
who investigated the pharmacology of chlorpromazine in 
animals, discovered that not only had the drug no effect on 
capillary resistance but that it also decreased capillary 
permeability. However, they did observe that the drug 
exerted an anticoagulant effect in vitre, but this was only 
with doses exceeding those used clinically. 

Jaundice has also been reported in a number of instances 
during treatment with chlorpromazine, but the alterations 
in the liver-function tests are similar to those found with 
obstructive jaundice; and the tests for hepato-cellular 
damage, including the prothrombin inaex, are invariably 
normal (Boardman, 1954; Elkes and Elkes, 1954; Seager, 
1955 ; Van Ommen and Brown, 1955). Various skin lesions 
including erythema and erythema multiforme (Cohen, 1955) 
have also been observed fo.lowing the administration of 


chlorpromazine ; this author mentions, in addition, one 


instance of a non-fatal anaphylactoid reaction to the 
drug. 

The combination of non-thrombocytopenic purpura with 
erythema has been termed an “ allergic purpura ” (Wintrobe, 
1951), and the case presented here would appear to be due 
to a sensitization to the drug. Recently, a fatal case of 
agranulocytosis was reported during treatment with chlor- 
promazine (Tasker, 1955), and this, too, was attributed to a 
sensitization phenomenon. 


I should like to express my thanks to Dr. A. D. Leigh for 
permission to publish this case, and to Dr. D. R. C. Willcox, 
clinical pathologist, who supervised the laboratory investigations. 


EDWARD MaRLey, M.D., M.R.C.P.Ed., D.P.M., 
Registrar, the Bethlem Royal and Maudsley Hospitals. 
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Effects of Inadequately Treated Early Syphilis 


The Ministry of Health figures show that 10,705 male cases 
and 6,970 female cases of early syphilis. were notified in 
this country in 1946. By 1952, owing mainly to penicillin 
therapy, these figures had dropped to 891 male and 462 
female cases respectively. 

Perhaps as a result of the somewhat uncritical use of 
penicillin during recent years there are indications that 
cases of relapse are more common than is usually realized. 
That these are frequently not recognized is due, in part, to 
the clinical picture they may present, but mainly to a grow- 
ing and unwise belief that it is now safe to disregard the 
possibility of syphilis. The nature of the original infection 
has in some instances not been recognized ; in others, the 
patient, deceived by the speedy initial response to penicillin 
and perhaps influenced by articles such as “the one-shot 
cure of syphilis,” has defaulted from treatment in the belief 
that he has been completely cured. 

Three cases of syphilis relapse (all seen within a period 
of four weeks) are presented to illustrate these points and as 
examples of the varied clinical pictures sometimes produced 
by incomplete treatment of early syphilis. 


CASE 1 


A labourer aged 27 complained of soreness of the mouth 
and scrotal ulceration, which had been present for about six 
weeks. The scrotal ulceration had been regarded as a result 
of trauma from the rubbing of his clothes. Examination 
revealed typical secondary syphilitic ulceration of the tongue 
and upper lip ; the scrotum was similarly affected. Pharyn- 
gitis and laryngitis were also present, but ulceration could 
not be se2n. There was a generalized adenitis with palpable 
occipital and epitrochlear glands. The skin and anus were 
not affected, The blood Wassermann and Kahn reactions 
were found to be strongly positive. Dark-ground examina- 
tion of the lip scrapings showed Treponema pallidum. 

The patient vigorously denied any sexual exposure during 
the past four years, and no history could be obtained of 
what might have been a primary infection. After further 
interrogation the patient admitted having suffered from 
secondary syphilis four years previously ; he stated that he 
had defaulted from further treatment after one injection, as 
he thought he had been cured. His records: were obtained 
and his statement was verified. Four years previously he 
had suffered from secondary syphilis, characterized by a 
maculo-papular rash, scrotal ulceration, and a strongly 
positive Wassermann reaction and Kahn test. He received 
one injection of 500,000 units of crystalline penicillin and 
had not attended for further treatment. 


CASE 2 


A man aged 47 was admitted to hospital with a history 
of attacks of sweating, lassitude, and frontal headaches for 
10 days. Examination revealed no abnormality apart from 
a temperature of 101° F. (38.3° C.) and a pulse of 94. The 
fever and symptoms continued during the next week; 
routine investigations, including x-ray examination of the 
chest and agglutination tests, were negative. Chloram- 
phenicol, 0.5 g. six-hourly, was given for one week. During 
the course of treatment a routine Wassermann reaction and 
Kahn test previously taken were reported to be strongly 
positive, and at the end of the chloramphenicol course the 
C.S.F. showed: “Clear colourless fluid, pressure 175 mm. 
HO, containing 30 leucocytes per c.mm., mainly lympho- 
cytes ; protein, 80 mg. per 100 ml.; chlorides, 730 mg. per 
100 ml. ; sugar, 53 mg. per 100 ml. ; globulin, heavy excess ; 
Lange curve, 110000; W.R., positive.” 

The patient denied any history of previous venereal 
disease. Further interrogation revealed that four and a half 
years previously, following sexual exposure with a prostitute, 
he had developed an inguinal adenitis. This had been 
treated with tablets (presumably sulphonamides) and one 


injection of penicillin, given in the casualty department of a 
hospital. No further treatment was given and the adenitis 
slowly subsided. 

A diagnosis of neurosyphilis was made, and after treat- 
ment with penicillin the patient’s condition improved rapidly. 
Three weeks after starting treatment the C.S.F. showed; 
“Clear colourless fluid, pressure 220 mm. H:O, containing 4 
white cells per c.mm.; protein, 70 mg. per 100 ml.; moderate 
excess of globulin; Lange curve, 100000; W.R., positive.” 
The blood Wassermann and Kahn test were again positive. 


CASE 3 


A widower aged 30 was referred from an eye clinic, where 
he had reported with soreness of the left eye which had 
been present for about three weeks. On other occasions 
(two to three months previously) he had experienced similar 
“eye soreness” and had attended the casualty departments 
of two general hospitals. At both hospitals drops had been 
ordered and the condition slowly subsided. Examination of 
the left eye revealed subacute iridocyclitis. A maculo- 
roseolar syphilide was present on the body and limbs, and 
generalized adenitis, scrotal ulceration, and condylomata lata 
between the tocs of both feet were also noted, The W.R. 
was strongly positive, and scrapings from the condylomata 
contained T. pallidum. On interrogation, the patient 
admitted having had a penile sore six months previously, 
for which he had received one injection of penicillin. 


COMMENTARY 


The interesting feature of Case 1 is the unusually long 
period of “latency.” The minimum effective dosage of 
penicillin in the treatment of early syphilis is not known, 
but most venereologists would agree with Moore (1947) that 
if treatment has been inadequate clinical relapse is most 
likely to occur between the fourth and the ninth month 
after treatment. The true nature of some relapses is likely 
to be missed unless it is appreciated that this latent period 
may be greatly prolonged. This case further stresses the 
importance of considering the possibility of a relapse of 
previously treated syphilis when the expected history of 
recent sexual exposure is unobtainable from a patient with 
an apparently fresh infection. 

Case 2 presented as “pyrexia of unknown origin,” and, 
as such, serves as a useful reminder that syphilis must not 
be disregarded as a possible aetiological factor in un- 
explained fevers. It was thought that the symptoms and 
raised temperature followed the onset of a_ localized 
syphilitic meningeal involvement, but of this there could be 
no certainty. It was also thought possible that the patient 
was suffering from asymptomatic neurosyphilis and that the 
immediate illness was caused by some indeterminate inter- 
current infection. Case 3 is included as a fairly typical 
example of the course taken by a case of early syphilis 
which has received insufficient treatment. 

Although presenting different clinical manifestations, these 
cases illustrate some of the sequelae of incompletely treated 
early syphilis and the dangers of the indiscriminate use of 
penicillin. A common feature with all three patients was 
the difficulty of obtaining a history of the original infection ; 
the first and the third patients were of the opinion that they 
had been cured, and regarded their previous infections as 
“dead and buried.” The latter was unaware of ever having 
contracted venereal disease. Unless such cases as these are 
recognized and adequately treated, they will constitute a 
danger to the individual, and perhaps to the community. 


I wish to thank Dr. S. M. Laird for his encouragement and help 
in the preparation of this report. 


FREDERICK LANCELEY, M.D., 
Assistant Venereologist, Liverpool Regional Hospital Board. 
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THE GREAT-GRANDFATHER OF MODERN 
SURGERY 

The Surgery of Theodoric, ca. A.D. 1267. Translated from 

the Latin by Eldridge Campbell, M.D., and James Colton, 

M.A. Volume I (Books I and ID. (Pp. 223+xI. $5.50.) 

New York: App!eton-Century-Crofts, Inc. 1955. 

The second world war has been decisive in one respect to 
which reference is seldom made. An indirect result of it is 
that the English language has displaced German as the chief 
medium of most branches of learning. English was certainly 
deficient in adequate renderings of the great landmarks of 
medical advance. It is good to welcome those which are 
now appearing in considerable numbers. Dr. Campbell 
and Mr. Colton have contributed to this thought-provoking 
literature in making accessible to the English reader a work 
which may be reasonably regarded as the first “ modern” 
surgery. 

It may surprise medical men that early in the thirteenth 
century (and perhaps in the twelfth) there were prudent and 
educated surgeons who treated open wounds on lines not 
very different from good current practice. They cleaned 
them carefully, used wine as what we should now call an 
antiseptic, took care that the severed surfaces were dry, 
fresh, and exactly applied to each other, stitched the edges 
accurately, bandaged lightly with linen steeped in wine, 
and restored the part to its original form as much as was 
within their power. -They rightly feared opening the great 
body cavities—as did surgeons to within living memory— 
but the general treatment of wounds by the best masters 
was remarkably close to modern practice. Their treatment 
of fractures was hardly. distinguishable from what this 
reviewer was taught before x rays became available. 

The translators of this work have happily and sensibly 


avoided archaic language, so that the text is easily readable. 
Thus the modern medical practitioner can hardly do other 
than admire the wisdom, caution, and good sense of this 
great early exponent of surgical principles. The work was 
written, the authors believe, about 1267, but they recognize 
that it goes back to the practice of Theodoric’s teacher— 
perhaps his father—Hugh of Lucca (c. 1160-1257), which 


takes us into the twelfth century. Historically Hugh and 
Theodoric represent the effective end of Salerno and South 
Italy as the chief medical centres and the rise of Bologna 
and North Italy to take their place. These first “ modern” 
surgeons differ from the last of the pure line of the Saler- 
nitans, their predecessors Roger and Roland, whom they 
despised, in having absorbed the “ Arabian” medical tradi- 
tions conveyed by Latin translations from the Arabic. From 
Hugh and Theodoric onward, until the revival of medical 
Greek at the very end of the fifteenth century, European 
medicine was, in effect, a special department of Arabic 
medicine. 

This: valuable and welcome addition to medical history is 
provided with a useful glossary of unusual terms. The book 
is issued under the auspices of the Library of the New 
York Academy of Medicine, and it is therefore to be hoped 
that the second and concluding volume will not be long 


delayed. CHARLES SINGER. 


THYROID SURGERY 

Chirurgie du Corps Thyroide. By Sylvain Blondin. (Pp. 292 

+iv; illustrated. 2,600 fr.) Paris: Masson et Cie. 1955. 
This is the first of a new series of surgical monographs, each 
devoted to one particular organ, to be published in Paris 
under the editorship of Professor Mondor. The monograph 
specialized in this way is probably the ideal medium for 
presenting recent advances in surgery, but it should not be 
thought that “ Surgery of the Thyroid Gland” is primarily 
concerned with surgery. 


Mapicat Tounna 
ss 

The book is not a surgical treatise, but does stress the 
indications for operation in thyroid disease. There is a brief 
section on surgical technique, which is poorly illustrateg- 
in fact none of the figures in the book justifies inclusion 
The author does not tie the inferior thyroid artery ag q 
routine, nor does he expose the recurrent laryngeal nerye 
except when performing totai thyroidectomy. Local anal. 
gesia is used in preference to general anaesthesia. The com. 
plications of thyroidectomy are dealt with at length, the 
post-operative crisis receiving no less than eight Pages, 
which is out of proportion to its importance in these days 
when antithyroid drugs should be in routine use. Dry. 
Blondin, however, expresses his opinion that it is excep- 
tional for more than bed-rest and iodine to be necessary 
for the pre-operative preparation of the patient with toxic 
goitre. He states that on the exceptional occasions when 
these measures do not suffice the patient is admitted to 
hospital for treatment with antithyroid drugs and that 
frequent white-cell counts are essential. He also stops the 
drug 10 to 15 days before operation to reduce hyperplasia, 
Such views are not in accord with current practice in this 
country, where antithyroid drugs are given safely to many 
out-patients and hyperplasia of the gland is prevented by 
the addition of thyroid or thyroxine. Certainly frequent 
white-cell counts do not help one to detect the rare agranulo- 
cytosis, which is usually of sudden onset and may occur 
after three days or three years of the drug’s administration, 

The account of simple goitre is an interesting one, but it is 
difficult to believe that among the indications for operation 
are protection of the heart and the risk of malignant change. 
The account of the occurrence and treatment by puncture of 
haemorrhagic cysts is most valuable, as this is a neglected 
subject in many thyroid clinics. The chapter on thyroid 
cancer (the classification follows Shields Warren) is perhaps 
too short, and there are just three pages devoted to radio- 
active iodine therapy, briefly reviewing some of the literature 
from the United States. 

This book is well printed and bound, and it is a pity 
that it should. be marred by so many inaccurate references. 
Whereas French literature is correctly quoted, a large pro- 
portion of the names of British and American authors are 


either misspelt or misquoted. SELWYN TAYLOR 


DUST IN INDUSTRY 


Industrial Dust: Hygienic Significance, Measurement, and 
Control. By Philip Drinker, S.B., Ch.E., and Theodore 
Hatch, B.S., S.M. nd edition. (Pp. 401+x; illustrated. 
71s. 6d.) New York, London, Toronto: McGraw-Hill Book 
Co. Inc. 1954. 
For nearly 20 years “ Drinker and Hatch” has been the 
standard textbook in the English language on the hygienic 
aspects of industrial dust, so that the publication of a new 
edition is an occurrence of great interest in the world of 
industrial hygiene. The general plan of the book remains 
the same, with chapters on the fundamental properties of 
dusts and the physiology of dust inhalation, followed by 
chapters on dust sampling and methods of suppression and 
removal which are of less direct interest to the medical 
profession. 

The large amount of research which took place during the 
war, especially in the United States, on the physiology of 
dust inhalation and retention is summarized in a new separate 
chapter. Unfortunately the chapter is no more than a 
summary and is heavy going for the non-technical reader. 
The two chapters on the effect of dust and fumes on man. 
and on inert and toxic dusts, give an exhaustive but rather 
unsystematic survey of the subject from a strictly pragmatic 
engineering point of view. A note of scepticism is still 
apparent on the real importance of coal-workers’ pneumo- 
coniosis ; the authors hint gently that the economic import- 
ance of the industry in Britain may perhaps have led to an 
overestimate of its medical hazards. 

In the chapter on dust-sampling instruments the discussion 
of their comparative merits is much clearer than in the pre- 
vious edition. The work of C. N. Davies in Britain on the 
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characteristics of impingement-type instruments is given due 
acknowledgment, but his observations on the unsatisfactory 
nature of the standard U.S. instrument, the Greenberg Smith 
impinger, are unfortunately glossed over. It is perhaps too 
much to expect an outright condemnation yet, but until 
the impinger, and other instruments with the same hopelessly 
unsatisfactory sampling characteristics, are abandoned there 
is no possibility of an international unified standard of 
permissible dustiness ever being adopted. 

As in the first edition, the authors emphasize the import- 
ance of variation in composition with particle size, which 
makes the chemical analysis of rocks and “ rafter” samples 
a potentially misleading procedure. Unfortunately, however, 
they go on to advocate the collection of bulk airborne dust 
samples and their subsequent fractionation by water sedi- 
mentation, a procedure which is almost equally open to 
question. 

In general it must be said that this new edition is rather 
disappointing. It is true the book is written mainly for 
engineers, but it has a substantial medical section which, 
in comparison with the purely engineering sections, lacks 
clarity and firmness. A book in which the engineering and 
medical aspects of the problems were given equal weight and 
authority would be invaluable. Perhaps for the next edi- 
tion, which the rate of appearance of papers on pneumo- 
coniosis will call for in a very short time, the authors would 
consider co-opting a third author with a medical training 


to restore the balance. B. M. Wricur. 


HYPERTENSION AND NEPHRITIS 
Hypertension and Nephritis. By Arthur M. Fishberg, M.D. 
(Pp. 986; illustrated. £5.) London: Baillitre, Tindall and 
Cox. 1954 

All will welcome the new edition of Dr. Fishberg’s well- 
known monograph. The author is endowed with an amaz- 
ing capacity to distil enduring essence from the world’s 
literature. The writings quoted give a fine historical per- 
spective, going well back into the last century, with full 
credit to Garrod, Gull, Vaquez, and Widal and their con- 
temporaries, who laid so many foundation stones of the 
architecture of to-day’s knowledge. 

In spite of variations of emphasis and opinion among 
the authorities, Dr. Fishberg steers a judicious course to 
points of view which experienced physicians and teachers 
will accept. His personal opinion does not obtrude much, 
but when it does it is concise and we respect his wisdom— 
“With cerebral thrombotic disease . . . I do not use anti- 
coagulants.” He now appreciates the weakness of his pre- 
vious theory that an increase in blood lipoids in nephrosis 
sustained the colloid osmotic pressure. 

The whole book is well up to date and every chapter 
makes a readable and interesting essay. Completely new 
chapters describe modern renal physiology, diabetic 
glomerulosclerosis, chronic pyelonephritis, and the treatment 
of hypertension. Every physician interested in the subject 
will realize the immense value of this excellent treatise. 


J. McMICRAEL. 


MIDWIFERY FOR STUDENTS 


A Textbook of Midwifery for Students and Practitioners. 
y R. W. Johnstone, C.B.E., M.A., M.D., Hon.LL.D., 
F.R.C.S.E., F.R.C.O.G., F.R.S.E. 16th edition, revised in 
collaboration with R. J. Kellar, M.B.E., mm, Ca.B., 
F.R.C.S.E., F.R.C.P.E., F.R.C.O.G., F.R.S.E. (Pp. 582+ 
= i illustrated. 35s.) London: Adam and Charles Black. 


The sixteenth edition of this well-known Scottish textbook 
of midwifery for students has appeared within three years 
of the last. Textbooks vary greatly, and some include just 
sufficient facts to enable the student to pass his examination. 
This book, besides giving full and adequate information 
concerning the practice of midwifery, devotes considerable 
space to theory, and the chapters on the embedding of the 
ovum and development of the placenta, the changes in the 
maternal organism consequent upon impregnation, the 


foetus, radiography in obstetrical diagnosis, and the causa- 
tion and treatment of the toxaemias of pregnancy are par- 
ticularly excellent. The authors have shown courage and 
possibly perspicacity in devoting twenty pages to the con- 
sideration of puerperal infection. Two appendices, the one 
giving an outline of preparations for delivery in the patient’s 
home and the other a brief note on nutrition in pregnancy 
and lactation, are valuable. 

The section dealing with uterine inertia is not as precise 
as might have been expected, and the observations on post- 
maturity are in marked contrast with those expressed a few 
miles north of Edinburgh. Somewhat surprisingly, no men- 
tion is made of fibrinogenopenia. The following sentence : 
“ As a rule all that is needed is to give the patient a few 
grains of quinine in solution three or four times a day for 
a couple of days, and then an ounce of castor oil,” is vague, 
and the advice might be dangerous. 

The print is not so clear as it might be, and the book is 
bulky. The illustrations are excellent, and quite a number 
are coloured. This is undoubtedly one of the finest text- 
books on midwifery for students published in the English 


language. G. W. THEOBALD. 


LITTLE-KNOWN TROPICAL DISEASES 


Little Known Tropical Diseases. By Aldo Castellani, M.D., 

F.R.C.P.(Lond.), F.A.C.P. (Pp. 1891-2182; illustrated. 60 

Portuguese escudos or 2 f othe ns dollars.) Lisbon : 

Institute for Tropical Diseases. 1954. 

This is an extraordinary publication. Bound in soft covers, 
it has no title-page, and, as the second page carries the 
number 1892 and the last 2182, it is presumably a reprint of 
a special issue of a journal or perhaps part of a large series. 
(The word “ Monographs” appears before the title on the 
cover.) An attached typewritten slip states (not without 
reason): “ The large number of typographic errors is due to 
the Portuguese printers not being used to print works in 
English.” In lieu of a list of contents, a paragraph at the 
foot of the first page states that for purposes of convenience 
the subject will be treated under the following headings : 
(1) Climatic Diseases ; (2) Fevers; (3) Internal Diseases ; 
(4) Diseases of the Genito-urinary System ; (5) Diseases of 
the Organs of Special Sense; (6) Surgical Diseases; (7) 
Diseases of the Skin. The last page gives a running list of 
the “ diseases and syndromes,” followed by the number of 
the page on which each is described ; this is the only index. 
The author, who is now professor in the Institute for 
Tropical Diseases, Lisbon, appears to have worked on the 
principle of giving a new name to every puzzling condition 
he has encountered. With a natural leaning towards bacterio- 
logy and mycology, he attributes many conditions to the 
action of bacteria and fungi which he has cultured from the 
lesions, taking for granted their pathogenic role. Some 30 
pages are devoted to “ mycological notes,” including the 
author’s classification of the fungi, and there is an obsolete 
classification of some coliform bacteria. 

It is obviously impossible to review deseriptions of some 
125 different conditions, but a list of a few of the more 
exotic will give some idea of the scope of the work: 
“ entero-rheumatic fever,” “ aspecific insect fever,” “ Castel- 
lani’s pyosis,” “febricula amoebica,” “ metadysenteric 
cystitis,” “* moonstroke,” “tropical abdomen,” “ ocular 
emetine contact syndrome,” “tonsillomycosis diphtheria- 
similis,” “ fissura labialis mediana,” “ melanonychia falci- 
formis ” (a band of black pigmentation along the free border 
of the nail). The section on elephantiasis nostras (non- 
filarial or bacterial elephantiasis) includes some very striking 
photographs, and the section on bites is useful. Many of the 
illustrations are interesting. 

The critical reader will find much of this monograph un- 
convincing, unscientific, and empirical. It is quite unsuitable 
for the student. The practitioner in the Tropics might, how- 
ever, find interest in attempting to identify some of the 
conditions described, particularly the skin diseases, and in 
attempting to check the suggested aetiology. 

J. S. K. Boyp. 
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SPASTICITY IN INFANTS 


The incidence of congenital cerebral palsy in 
England and Wales is of the order of 1 per 1,000 
children’ * and in Scotland 0.75 per 1,000.2 M. A. 
Perlstein and H. E. Barnett* claim that experienced 
physicians can diagnose the condition in the first year 
of life in almost all cases. Early diagnosis is impor- 
tant, because much of the deformity associated with 
spastic forms of the disease can be prevented. But 
it is common experience to see children in a far 
advanced stage of the disease, and by the time the 
diagnosis is made gross structural deformities are 
already present. For example, T. T. S. Ingram‘ 
found in a recent survey in Edinburgh that of 79 
children with spastic diplegia only 4 were diagnosed 
correctly under | year of age. In 33 the diagnosis 
was delayed beyond the second birthday, although the 
parents of 54 children did note abnormalities before 
the child’s first birthday and 33 took their baby to 
their doctor. Diagnosis in infancy is difficult, because 
at first the infant may appear to be normal and 
because the symptoms in infancy are different from 
the textbook picture of rigidity, spasticity, and con- 
tractures of the limbs. The development of this final 
picture is a gradual one, but according to Ingram the 
march of events is remarkably constant. 


The first essential in the diagnosis of congenital , 


cerebral palsy in infancy is accurate knowledge and 
careful evaluation of the normal milestones based on 
detailed study of the baby’s development as described 
by A. Gesell and C. S. Amatruda.®° The infant with 
cerebral palsy is late to reach the characteristic mile- 
stones of locomotion and manipulation or may never 
attain them, but the intelligent spastic baby will be 
able to use his unaffected muscles normally, may be 
normal in other spheres of development, and may 
respond normally to social overtures. An important 
distinguishing p: int from simple mental retardation is 
the eagerness of the spastic infant to perform tasks 
and his pleasure in achieving these, usually with the 
assistance of others. A retarded child shows no such 
interest. It must be noted, however, that spastic 
babies are often also retarded, making the diagnosis 





1 Asher, P., and Schonell, F. E., Arch. Dis. Childh., 1950, 25, 360. 

* Sandifer, P. H., Proc. roy. Soc. Med., 1953, 46, 632. 

* Ingram, T. T. S., Arch. Dis. Childh., 1955, 30, 244, 

* Perlstein, M. A.., “and Barnett, H. E., J. Amer. med. Ass., 1952, 148, 1389. 

5 Gesell, A., and Amatruda, C. S., Developmental Diagnosis, 2nd ed., 1947. 
New Y« ork 


more difficult. According to Perlstein and Barnett! g 
lack of the normal reciprocal kicking in the absence 
of mental retardation at the age of about 3 months 
may be considered presumptive evidence of cerebral 
palsy. A normal infant maintains his fingers in g 
clenched position for the first 8 to 12 weeks, but the 
spastic infant’s hands may remain clenched much 
longer, even as he attempts to finger an object. His 
attempts to open the hand and grasp an object wil] 
be jerky and incomplete. He will reach and grasp 
with characteristically slow, measured, and awkward 
movements. These features are particularly easy to 
observe in a hemiplegic infant, because the unaffected 
side acts as a control. The spastic infant may suffer 
from a variety of feeding difficulties owing to inco. 
ordination of the muscles of deglutition, and develop. 
ment of the normal speeca pattern is delayed. The 
primary dentition may be abnormal, the teeth showing 
rapid decay partly because the enamel fails to develop 
properly and partly because of excessive tooth grind- 
ing. Strabismus is frequent, and the babies often look 
dull and unattractive owing to poverty of movement 
of the facial musculature. The spastic infant is far 
more subject to convulsions (50% of cases) than 
infants in the general population. 

According to Ingram* the first abnormality often to 
be noted is hypotonia, with lack of head control and 
much diminution of movement. The infant retains the 
position in which he is laid down, and when lifted up 
he flops about “ like a half-filled pillow.” This stage 
may last for weeks or months and then gradually 
changes into a stage of dystonia, in which sudden 
changes of position, such as picking up or dressing the 
baby, will produce an attack in which he becomes stiff 
and the neck and back are extended. The upper 
limbs are adducted and internally rotated at the 
shoulder, extended at the elbows, pronated at the fore- 
arms, and semiflexed at the wrists and fingers. The 
lower limbs are extended, adducted and internally 
rotated at the hips, extended at the knees, plantar- 
flexed at the ankles, and flexed at the toes. 
lasts a few seconds, but the attacks frequently recur. 
According to Perlstein and Barnett they are common 
in infants who will later develop athetosis. Between 
the attacks the infant is still hypotonic, with brisk 
grasp reflexes, but resistance to abduction at the hips 
may already be noted. When held vertically the legs 
may attain the scissor position. This dystonic stage 
may persist for several months. The next stage is one 
of constant rigidity, but even now sudden extension 
of the neck and pressure on the soles of the feet will 
evoke a dystonic attack with opisthotonos. There is 
a tendency to hold the limbs in extension, especially 
when voluntary movement is attempted. Involuntary 
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associated movements occur in the other limbs. At 
this stage the tepdon jerks may be difficult to elicit 
and are usually sluggish, a true extensor plantar 
response is rarely found, but the grasp reflexes are 
usually still present. It is only after this that the final 
spastic stage develops, rarely before the child is 1 year 
old. In this stage the previous tendency to extension 
is replaced by a tendency to flexion, and unless great 
care is taken flexion contractures will develop. The 
legs are scissored, th knees are semiflexed, and the 
heels are not placed on the ground. The tendon jerks 
are exaggerated and the plantar responses are ex- 
tensor. A positive stretch reflex may be elicited by 
rapid passive stretching of the affected muscles. A 
strong muscular contraction then suddenly stops the 
movement. Ankle and patellar clonus are present. 
These are sustained forms of the stretch reflex. 

There are many other features of spasticity in 
infants and many variations in the clinical picture, but 
if these features are recognized and the characteristic 
march of events is noted, then the early diagnosis of 
the spastic forms of cerebral palsy will be easier. The 
features of the disease are particuiarly to be looked 
for in infants who were born prematurely, who 
received cerebral injury during or after labour, or who 
suffered from anoxia for any reason either in utero or 
in the perinatal period. 





HYPOTHERMIA 


During the past few years interest has been aroused 
in the possible use of a low body temperature to 
produce a state of “suspended animation” during 
which the reduced cellular metabolism would enable 
the vital organs to withstand prolonged periods of 
anoxaemia. The future progress of cardiac surgery 
alone demands that some means be found whereby 
the surgeon can stop the entry of blood into the heart, 
open one of its chambers and then repair any defect 
that may be present, all without causing irreversible 
damage to any essential organ of the body. Hypo- 
thermia is one method of achieving this object. 

The original concept of reducing cellular meta- 
bolism by cold was based on a study of the hiber- 
nating animal. Only certain mammals, such as the 
hedgehog and hamster, possess this remarkable 
ability to lower their body temperature at the 
approach of winter. One factor in common, however, 
that all hibernating animals possess is a pad of brown 
fat in their axillae and auierior mediastinum. This 
1 Andjus, R. K., J. Physiol., 1955, 128, 547. 

2 CRE ee, Bee DO Cantu Davideoo, H. C., and Lynn, 

R. B., Ann. roy. Coll. Surg. Engl., 1955, 16, 186. 

‘ PS Dreyer, B., Bentall, H. H., and Baker, J. B. E., Lancet, 
, D.N., ibid., 1954, 1, 1108. 





has prompted Bigelow, of Toronto, to name it the 
“hibernating gland,” but to date it has not been 
possible to extract an active secretion, though absence 
of this fat is believed to prevent hibernation. 

Under normal conditions when man is exposed to 
cold the skin vessels undergo vasoconstriction to 
prevent unnecessary cooling of the blood. If this, 
together with an increase in carbohydrate metabolism 
stimulated by the cold, is insufficient to maintain the 
normal body temperature, then coarse muscle tremors 
(shivering) occur in an attempt to produce heat within 
the body. The onset of shivering may cause a four- 
fold rise in the body metabolism, and it is the prin- 
cipal mechanism available in the presence of low 
temperatures. Deep anaesthesia or muscle paralysis, 
however, abolishes the shivering reflex, and the tem- 
perature of the body tends to approach that of its 
environment. 

Recent work on rats by R. K. Andjus* has shown 
that far lower temperatures than were , previously 
believed possible can be obtained if the animal is first 
subjected to anoxia and hypercapnoea while in a cold 
atmosphere. The rats were placed in a sealed jar 
within the refrigerator and gradually the body tem- . 
perature fell to about 20° C. ; at this point they were 
removed unconscious, placed in a container, and sur- 
rounded with crushed ice. Their body temperature 
continued to fall, and soon both respiratory and 
cardiac activity ceased. Cooling was continued to 
temperatures between 0° C. and - 3° C., and finally 
the animal was rewarmed by microwave diathermy.’ 
Provided the period of time below 15° C. was not 
greater than two hours, 80—100°% of the animals sur- 
vived this procedure. In larger animals, however, the 
finding that has attracted most attention is the 
increased irritability of the myocardium as the tem- 
perature falls. Thus at low temperatures spon- 
taneous ventricular fibrillation may develop. The 
cause of this increased irritability remains unknown ; 
the pH of the blood is believed to play an 
important part and must be kept within normal 
limits as cooling proceeds. The effect of changes 
in the electrolyte balance during hypothermia still 
remains obscure, but abnormally high levels of 
total calcium have been reported in dogs at low 
temperatures, particularly when the pH was low.* 
Another approach to the problem is that of Melrose 
and his colleagues,* who recently suggested the injec- 
tion of potassium citrate into the coronary circulation 
of the hypothermic dog (1 mg. per ml. of blood) to 
produce a temporary arrest of cardiac activity. After 
a lapse of fifteen minutes at 26° C. a normal beat was 
restored by simple perfusion of the coronary circu- 
lation with fresh blood. 
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The clinical uses of hypothermia are becoming 
more clearly defined. After the original wave of 
enthusiasm for this new and exciting technique as an 
aid to major surgery the method is now recommended 
only for cases requiring the temporary interruption of 
the circulation to one or all of the essential organs. 
The best way to cause the cooling is still debated, 
but is relatively unimportant. Some anaesthetists 
favour the simplicity of surface cooling, while others 
prefer the speed and controllability of blood cooling. 
In this latter technique a catheter is inserted into the 
superior vena cava, blood is withdrawn, passed 
through a cooling coil, and then returned via another 
catheter into the inferior vena cava.° In future 
greater emphasis will probably be laid on direct cool- 
ing of the heart and great vessels in the open chest. 

Young children tolerate hypothermia better than 
adults, because their myocardium appears to be less 
sensitive to cold. Thus it is possible to reach lower 
temperatures safely, and therefore to obtain a greater 
degree of depression of cell metabolism. The dangers 
of spontaneous ventricular fibrillation are such that 
many authorities consider 30°-—28° C. a safe lower 
limit for cooling in adults and 28° — 25° C. for small 
children. If fibrillation develops during cardiotomy, 
it is usually disregarded, and the defect is repaired 
before attempting resuscitation. At such temperatures 
the patient can withstand about 10-15 minutes’ circu- 
latory arrest before tissues are irreversibly damaged. 
If ventricular fibrillation occurs during cardiotomy in 
the cold state, the reduced immobility of the myo- 
cardium is often regarded as an advantage because 
of the subsequent reduction in cardiac metabolism 
and the unlikelihood of air embolism. When defibril- 
lation is required, it is important to ensure beforehand 
that the myocardial tone is good by massaging and 
rewarming the heart with warm saline. 

At present rewarming of the patient is achieved 
mainly by warm blankets and heat lamps. Great care 
has to be exercised to prevent burning the skin, and as 
a rule it is unwise to subject a hypothermic patient 
to a temperature greater than 40-45° C. The use 
of short-wave diathermy with its penetrating activity 
would seem to be more efficient, but it has a particu- 
lar affinity for metal objects, and great care must 
be taken if metal fillings are present in the teeth. 
To summarize, hypothermia can help to overcome 
certain .problems of surgery when it is necessary to 
interrupt the circulation to specialized tissues for a 
short time. The danger of spontaneous ventricular 
fibrillation precludes its use in general surgery except 
at such high temperatures that the beneficial effects 
are in doubt. It should not be practised outside the 


few major hospitals with experience of this type of 
work. In future the safe period of cardiac arrest may 
be lengthened by a combination of hypothermia with 
some form of assisted circulation. 








SURGICAL TREATMENT OF DYSMENORRHOEA 


Dysmenorrhoea is classically divided into the primary 
spasmodic and the secondary congestive types. The 
former is usually first suffered in the late ‘teens, and 
many young women are assured that marriage and 
childbearing will relieve them permanently of this dis- 
tress. Unfortunately this is not always so, for after 
marriage and delivery the woman may find that she 
has merely exchanged the more acute but more short- 
lived variety of algomenorrhoea for the less sharp but 
more prolonged type. Indeed, primary dysmenorrhoea 
may occur for the first time after childbearing.’ 
Further, there has been a tendency to associate primary 
spasmodic dysmenorrhoea with the absence of organic 
pelvic disease, and the secondary form with its presence, 
Yet even in the absence of gross physical signs some 
pelvic lesion, notably endometriosis, is found in some 
cases of persistent primary dysmenorrhoea, even below 
the age of 25.* These are among the cases which fail 
to respond to the usual measures of explanation, physical 
exercises, sedatives, and hormones, and are only tem- 
porarily cured by dilatation of the cervix. This last 
procedure effects relief probably not by widening the 
cervical canal but by damaging the cervical nerves, and 
Davis* has regarded it as a form of sympathectomy. 
Apart from those who have palpable organic disease, a 
few women remain (the average gynaecologist sees 
fewer than 10 a year, according to Davis‘) who are 
bedevilled by intolerable colicky hypogastric pain at the 
menses ; these cases are suitable for presacrai neur- 
ectomy. One advantage of this operation is that it 
allows a full examination of the pelvic cavity and its 
contents, and an opportunity to deal with any lesion 
encountered. Davis claims that in well-selected cases of 
persistent primary dysmenorrhoea presacral neurectomy 
offers a better than 70% chance of cure. 

But for the backache or diffuse prolonged pelvic 
ache of secondary dysmenorrhoea, for the congestion- 
fibrosis syndrome of Taylor,®* or the “ pelvic sym- 
pathetic syndrome of Theobald,’ this operation is not 
advised for two reasons, according to Doyle.* The first 
is that it is not effective in relieving the pain, because 
the cervical sensory nerve supply, which runs with 
the nervi erigentes through the parasympathetic fibres 
reaching the cord by way of the second to fourth 
sacral roots, is not transected. After presacral 
neurectomy the uterine fundus can be curetted pain- 





' Hart, D. M. British Medical Journal, 1953, 2, 214. 

2 Ingersoll, F., and Meigs, J. V., New Engl. J. "Med., 1948, 238, 357. 
; Davis, A. A. J. Codstet. Gynaec. Brit. Emp., 1933, 40, 481. 

British Medical Journal, 1948, 2, 585. 

5 Taylor, H. C., a, J. Obstet. Gynec., 1949, 57+ 211, 637, 654. 
* —— ibid., 1954, 67, 1177. 

’ Theobald, "CG. W., J. Obstet. Gynaec. Brit. Emp., - 58, 733. 
5 Doyle, J. B., Amer. J. Obstet. Gynec., 1955, 70, 
® Jaboulay, M., Lyon méd., 1899, 90, 102. 
1° Condamin, R., Lyon chir., 1937, 24, 489. 
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lessly, but the cervix cannot be dilated without pain.? 
And. secondly, Doyle states that resection of the pre- 
sacral nerves is often followed by an increase in the 
menstrual flow, because this type of uterine denervation 
cuts the vasoconstrictor fibres to the uterus and leaves 
unopposed the vasodilator fibres running in the nervi 
erigentes to the cervix, uterus, and perhaps part of the 
parametrium. For cases of secondary dysmenorrhoea 
with no obvious gross local disease, therefore, he advo- 
cates the procedure of paracervical denervation of the 
uterus. He points out that, except for some sensory 
components that may pass up through the ovarian 
plexuses, the whole of the uterine nerve supply traverses 
the anterior divisions of the Lee-Frankenhauser 
plexuses, which lie in and around ,the uterine attach- 
ments of the uterosacral ligaments. Resection of the 
anterior 1 in. (24 cm.) of both these ligaments is said 
not only to interrupt the sensory pathway, but, by 
cutting parasympathetic vasodilator as -well as sym- 
pathetic vasoconstrictor fibres, to avoid neurovascular 
imbalance and subsequent menorrhagia. This is no new 
form of treatment, for Jaboulay advised section of the 
uterosacral ligaments as long ago as 1899.° The opera- 
tion was revived by Condamin some thirty years later’® ; 
and in a paper in this Journal in 1948 Davis* stated that 
uterosacral resection retained some of the best features 
of the ideal sympathectomy, that its efficacy was un- 
doubted, and that it was worthy of more extended trial. 
He added a useful guide to the selection of cases— 
namely, observing the effect of the preliminary injection 
of procaine into the ligaments. As his contribution to 
the surgical technique Doyle offers the interposition of 
living peritoneum to prevent regeneration of the trans- 
ected nerves. He has now followed up for 4 months 
to 4 years 73 women he subjected to this operation on 
account of secondary dysmenorrhoea. Whether the 
resection was performed abdominally or through a 
posterior colpotomy, there was no interference with 
bowel or bladder function. In 86% of his patients 
complete relief was obtained, and another 8% gained 
partial but satisfactory relief. In none has there been 
recurrence or relapse within the limited time of follow- 
up, and in no case has there been any increase in men- 
strual loss. Doyle concludes that this is a simple and 
effective procedure for the treatment of acquired 
dysmenorrhoea, and he adds that this type of uterine 
denervation deserves study in relation to other problems 
in gynaecology and obstetrics involving the uterine 
circulation. 


MEDICAL PROGRESS IN WEST AFRICA 


Nigeria is the largest and most populous British colonial 
territory. It has a population, the vast majority of 
whom are negroes, of 31 million, thinly spread over 
an area four times the size of Great Britain. Medical 
services in this wholly tropical country present formid- 
able problems. Some are far from solved, but notable 
progress is reported by Dr. Samuel Manuwa, Inspector- 
General of Medical Services, in his report for 1952-3. 


During the last quarter of a century great strides have 
been made in the provision of medical facilities in rural 
areas, especially in the south. In 1926-7 there were 
between 40 and 50 general hospitals, half a dozen leper 
settlements, and a dozen or so rural dispensaries. 
Twenty-five years later rural dispensaries crowd the map 
like stars in the Milky Way: there are over 800 of 
them. The number of Government doctors has multi- 
plied two and a half times since the ‘twenties, and the 
number of Government nurses and midwives eight times. 
Sixty-four Nigerians with full medical officer rank and 
14 assistant medical officers are in the medical civil 
service of their country. Four Nigerian medical officers 
have achieved specialist rank. The hospital beds all 
told, including Government and native administration, 
and those provided by missions and private and com- 
mercial enterprises, number over 11,000. Even so, the 
need is still “vast, especially in the country districts, and, 
as to public health work, Dr. Manuwa notes with regret 
that it has “ very little appeal for our Nigerian medical 
officers, the majority of whom prefer the more congenial 
clinical work in hospitals.” But Nigeria was the first 
British West African territory to recognize the impor- 
tance of carefully planning its rural health services by 
appointing a specialist officer as adviser in rural health ; 
an adviser in nutrition was also appointed, It was also 
the first West African territory to appoint a specialist 
malariologist and establish an anti-malaria service. It 
has its own pathological laboratories, where it manu- 
factures smallpox, rabies, and typhoid vaccines. 

The University College Medical School at Ibadan 
trains up to the standard of the University of London, 
with which it has special relationship. Its students . 
undertake their preclinical studies at Ibadan and their 
clinical studies in the United Kingdom. The teaching 
hospital of the medical school is expected to be com- 
pleted next year, when it will take over full teaching for 
the London M.B., B.S. examinations. The training of 
auxiliaries in such a country sets a big problem. The 
pharmacy school at Lagos now trains approximately to 
professional standards, and with another school turns out 
some 30 pharmacists and dispensers annually. In the 
three regions training schools for nurses have been 
set up on modern lines. There are training schools 
also for sleeping-sickness attendants, assistant physio- 
therapists, and dental, laboratory, and x-ray technicians. 

Dr. Manuwa mentions four factors as contributing to 
the progress of his country’s medical services. These 
are the work of his British predecessors in office, the 
funds generously placed at Nigerian disposal under the 
Colonial Development and Welfare Act, 1945, the con- 
tributions which Christian missions have made to leprosy 
control, hospital care, and welfare of mothers and 
children, and finally the hard work of all the officers in 
his department. As he rightly points out, “It is some- 
times forgotten that in those overseas countries which 
are more advanced than ours it took fifty years or more 
of sustained legislative, technical and community effort 
to obtain the environmental conditions . . . on which 
existing public health practice and high social standards 
are based.” 
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BESNIER’S PRURIGO 


It always stimulates argument when different writers use 
the same term for different conditions, and this happens 
in a series of papers published earlier this year in the 
British Journal of Dermatology. There some authors! 2 
appear to employ the term Besnier’s prurigo as a 
synonym for infantile eczema of the astama-eczema or 
so-called atopic type. In contrast J. T. Ingram,’ basing 
his conclusions on Besnier’s original presentation, limits 
the use of the term to a much narrower group of patients 
in whom he maintains there is some ectodermal defect 
separate from, though often accompanied by, an eczema- 
tous reaction which he considers of mesodermal origin. 
In a fully established case the epidermis is thickened 
and pale, with a distinctive earthen hue ; the face, neck, 
hands, and flexures of the elbows and knees are the sites 
most affected, and there is often a general xeroderma. 
The skin is often abnormal!y pigmented and sometimes 
also shows leukoderma. The nails may be highly 
polished from rubbing. The thickened skin has exagger- 
ated lines and all the characters of an animal hide ; this 
may be simply due to rubbing, but Besnier and Brocg 
and others insist that there is an abnormal predisposition 
to react in this way to minimal trauma ; it is not simply 
a change secondary to eczema but a primary reaction 
of the epidermis. In cases treated with cortisone the 
eczematous element may disappear rapidly, but what 
Besnier calls “lichenization” persists indefinitely. 
Other ectodermal structures may be affected, and 
Ingram observed cataract in 16% of his patients. He 
believes that there is “an essential nervous and emo- 
tional instability due to the disease itself as it affects 
the central nervous system,” which also is derived from 
the ectoderm. The whole condition he considers as 
“naevoid, a congenital abnormality, probably physio- 
logical but possibly structural.” On this foundation may 
be imposed secondary eczematous changes, a tendency 
to asthma, and other conditions, but these should not 
persuade us.to classify Besnier’s prurigo either as an 
allergic or as ae psychiatric disease. Most cases begin 
in infancy, but authors vary in their opinion on what 
proportion of babies with infantile eczema develop 
Besnier’s prurigo. Ingram gives a figure of 5%, and says 
the physician rarely becomes suspicious that a case is of 
the Besnier type before the child is 2 or 3 years old; 
other writers suggest 30 to 40%, which probably reflects 
a less strict use of the term. M. Vowles et al.* followed 
up 84 of 115 children admitted to the United Bristol 
Hospitals from 1930 to 1940 with “infantile eczema.” 
Of these 6 died in infancy ; of the remaining 78, 55% 
still showed eczema at the age of 13. These findings are 
obviously open to criticism, because only the severe cases 
would be admitted and hence the outlook for this group 
would be worse. They dic, however, show that the 
prognosis was worse where there was a family history 
of eczema or when the skin was more greasy or more 





1 Meara, R. H., Brit. J. Derm., 1955, 67, 60. 

2 Russell, B., and Last, S. L., ibid., 1955, 67, 65. 

3 Ingram, J. T., ibid., 1955, 67, 43. 

* Vowles, M., Warin, R. P., and Apley, J., ibid., 1955, 67, 53. 
5 Woodhead, B., ibid., 1955, 67, 50. 
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dry than normal. 
merely distinguishing the more severe cases of persistent 
infantile eczema and that there is no real qualitative 
difference between Besnier’s prurigo and atopic derma. 
titis, a view held by many dermatologists but firmly 
opposed by Ingram. a" 

In treating these patients Ingram attaches great impor- 


tance to modifying adverse climatic and psychiatric - 


factors in the environment and to combating the for. 
mation of harmful habits. The influence of psycho. 
logical factors on the eczema-asthma syndrome is also 
emphasized by Barbara Woodhead,° who believes that 
there is always a disturbed mother-child relationship at 
a very early level of development ; anger for the mother 
is felt in the child’s own skin, which it attacks because 
it cannot attack the outer mother. Usually this type of 
eczema clears at about 2 years of age, when the child 
is more able to leave its mother and find others to 
help ‘its developing personality. In adults with eczema 
the influence of the disturbed mother-child relationship 
tends to persist. In a more physiological approach to 
the nervous aspect B. Russell and S. L. Last? found a 
significantly higher incidence of abnormal electro- 
encephalographic tracings in Besnier’s prurigo than in 
the ordinary population, which lends support to the idea 
of an ectodermal fault. On the other hand, Meara! 
showed that scratch tests, which presumably affect meso- 
dermal tissue, are much more_ frequently positive in 
patients with “atopic eczema ”—that is, suffering from 
“infantile eczema and. Besnier’s prurigo”—than in 
controls. It is possible, therefore, that the fundamental 
defect involves the whole patient. Elimination of the 
substance giving the positive reaction had no effect on 
the course of the eczema, which is a well-known finding, 
and few British dermatologists nowadays place any 
value on the results of scratch tests in.the treatment of 
infantile eczema. 





PURCHASE TAX 


The increases in taxation announced by Mr. Butler last 
week will add something to the cost of the N.H.S. and 
also raise practice expenses. The additional purchase 
tax will put up the price of many articles in daily use, 
from electric-light bulbs to cars, and telephone accounts 
will be substantially heavier. Postage, too, is going up, 
and so, it appears, is the rent of houses. Some of these 
increases will bear particularly harsh!y on those medical 
men and women in whole-time appointments who re- 
ceive no income-tax allowances for cars and telephones 
inevitably, but not “wholly, exclusively, and _neces- 
sarily,” used in the course of their work. 

Drugs in general are subject to purchase tax, but there 
are certain large groups of drugs which are statutorily 
exempt. Among these are all official preparations (such 
as those described in the B.P., the B.P.C., or the N.F.), 
provided they are sold in approved containers for dis- 
pensing purposes. Also exempt are such other drugs, 
proprietary and otherwise, which are of proved clinical 
efficacy (again subject to regulations concerned with 
containers and labelling). Nearly every new proprietary 


, 


It might be argued that Ingram js 
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drug carries purchase tax, at least for a time, while those 
who advise the Commissioners of Customs and Excise 
are making up their minds whether it should be put on 
the list of exempted preparations. The sums collected 
in purchase tax on drugs prescribed for N.H.S. patients 
are probably fairly substantial—£250,000 per annum, 
according to one estimate—and it will now be greater 
than ever with the tax going up from 25% to 30%. An 
incidental effect of the purchase tax on drugs is that 
the pharmacist’s remuneration for dispensing a drug on 
which purchase tax is paid is greater than it would be if 
no tax was paid. 

So far as hospital building is concerned, the Chan- 
cellor of the Exchequer said that he was not reducing 
capital expenditure on programmes which had already 
been announced, but “hospital boards will be asked to 
ensure that only those works are undertaken which are 
of the most urgent and necessary character.” The cost 
of equ'pping new hospital departments may be higher, 
because some furniture and fittings are subject to pur- 
chase tax. Most surgical instruments are free of tax, 
though even here such instruments as dressing scissors 
must bear tax because they may be used for other than 


surgical purposes. 





AN ANTI-SMOG BOTTLE ° 


Experiments to neutralize acid in fog are being carried 
* out this winter by the Department of Scientific and 
Industrial Research in collaboration with St. Bartholo- 
mew’s Hospital. What killed 4,000 peop!e during the 
London smog in December, 1952, is still not known, 
and this is hardly surprising, since knowledge, of the 
degree and nature of the pollution is limited to daily 
mean figures for mass concentration of smoke and 
sulphur dioxide. Evidence that either of these pollutants 
was of any clinical significance, except as an indicator 
of the general level of air pollution, is unconvincing, 
and it seems more probable that the lethal nature of the 
air was due to some complex combination of factors. 
This supposition, however, has not prevented work being 
done on the effects of the simpler known pollutants. 

Sulphuric acid mist is irritant when inhaled, and, 
though not ordinarily detectable in urban air, it can 
appear in fog. Even in fairly mild fog as much as | mg. 
per cubic metre has been found,'* and this amount is 
regarded in the U.S.A. as a “ threshold ” value for indus- 
trial exposure*® (though P. Drinker*® refers to many so- 
called thresholds as “ guestimates”). It is unfortunate 
that we have no measurements of sulphuric acid in the 
1952 smog. 

R. E. Pattle, when examining the toxic effects of 
sulphuric acid mists on guinea-pigs,‘ found that the 
ammonia from their excreta could protect the animals 
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3 Drinker, P., British Medical Journal, 1954, 1, 1337. 

*Pattle, R. E. Porton Technical Paper No. 450, 1954. 

§____ Ministry of Supply Patents Branch Invention Report R.E.P.'4 
(February, 1954). 


from the effects of the mists. He concluded from his 
experiments® that “if sulphuric acid was a major toxic 
agent in smog, the smog could be rendered harmless 
by adding to it sufficient ammonia to neutralize the 
acid.” It is tempting, though rash, to apply these results 
to the Smithfield Show, in which scrupulously clean 
cattle suffered and perished whereas pigs and sheep in 
less hygienic surroundings were unaffected. 

With a view to affording protection against acid mists 
to patients in their homes E. T. Wilkins, of the Fuel 
Research Station, has devised an elegant alternative to 
an indwelling pig. By means of an adjustable wick in 
a bottle of ammonia the air in a room may be kept 
neutral or alkaline. Laboratory and ward tests have 
been made at St. Bartholomew’s Hospital, and patients 
with chronic bronchitis and members of the staff are 
now trying the bottles at home. 1 p.p.m. of ammonia 
is barely detectable by smell—patients say it makes the 
room fresh—and is adequate for any acid level likely 
to occur in smog. (Only 0.08 p.p.m. of ammonia is 
needed to neutralize | mg. per cubic metre of sulphuric 
acid, and the “ threshoid ” for ammonia is 100 p.p.m.) 
Any fears about the toxicity of ammonia in these con- 
centrations may be dispelled by the results of a domestic 
experiment in which it was found that a damp baby 
ensures more than adequate alkalinity in a room. While 
some may criticize the principle of adding yet another 
chemical to the air we breathe, until our fog is clean 
it would be foolish to neglect trying out so simple a 
means of neutralizing a potential irritant. But it should 
be emphasized that sulphuric acid is only one of many 
pollutants in smog, and its clinical significance is as yet 
a matter for speculation and further work. 





SCIENTIFIC EXHIBITION AT THE ANNUAL 
MEETING 


The scientific exhibition has now become a _ well- 
established part of the Annual Meetings of the B.M.A., 
which are the largest gatherings of the whole profession 
in the United Kingdom and attended also by many 
overseas medical visitors. Thus there is a large ready- 
made audience of specialists and general practitioners 
for the scientific exhibits and a chance for both visitor 
and exhibitor to learn from each other in a iess formal 
atmosphere than that of the lecture theatre. Next year 
the Annual Meeting will be held in Brighton (from July 
9 to 13). The exhibition to be arranged there is not 
intended only for the large displays submitted by 
hospitals, medical schools, and research departments ; 
there will be wall-panels and tables suitable for the 
small exhibit which is necessarily restricted in scope or 
modest in size. Thus the exhibition will give an oppor- 
tunity to those who carry out research on their own, 
particularly general practitioners, to show how they 
have brought their ideas to the stage of achievement. 
All those wishing to submit an exhibit should write to 
the Secretary of the Association for an application form 
as soon as possible : the last date for receipt of applica- 
tions is December 31. 
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There is some temptation for the general practitioner 
to consider the treatment of any but minor burns as out- 
side his responsibility. Such an attitude is misguided, 
since, as in every other surgical condition, what the 
practitioner does can influence considerably the later 
course. He is a most important member of a burns 
team. First, he can give a lead in the prevention of 
accidents in the home; secondly, he can encourage a 
more intelligent and practical approach to first aid in 
his area ; and, thirdly, he decides which patients can be 
treated adequately at home. , 


Types of Burn and First Aid 


Burns vary in extent and depth. The small superficial 
burn, the type that is so common in the kitchen, seldom 
comes to the notice of the practitioner. It is best treated 
by the immediate application of a small sterile non-medi- 
cated dry dressing, which should be kept dry and left strictly 
alone until healing is accomplished, usually within one 
week, 

Burns of greater severity will be seen from time to time 
in general practice and the family doctor must decide which 
require specialist care. The superficial burn of the fore- 
arm, leg, or foot can be treated adequately at home, but 
the following types, since they require specialized surgical 
care, must be treated in hospital at the earliest opportunity: 
(1) all superficial burns involving an area greater than the 
forearm ; (2) all deep burns (with skin destruction) ; (3) flash 
burns of the face, scalp, and hands; (4) all inhalation 
burns ; and (5) electrical and chemical burns. 

The essential steps in first aid are directed towards limit- 
ing further tissue damage and its consequences. They can 
be summarized as follows: (1) put out flames ; (2) prevent 
heat loss but do not overheat; (3) cover burnt area with 
clean material but do not apply any local medicament ; 
(4) do nothing to a burn of the face ; (5) elevate the affected 
part where possible ; (6) in mines, apply absorptive dress- 
ing to hand burns; (7) if morphine is given for pain the 
dose should be modified (see below), and a note of the 
dosage and time of administration should be sent with the 
patient ; (8) patients with extensive burns and a journey 
of over two hours to hospital should be transported with 
a plasma drip running. 

Before elaboration of the individual points in treatment 
a clear appreciation of the reaction of the body to thermal 
trauma is essential. The practitioner should be able to 
follow the course of the burnt patient, both at home in the 
minor cases and in hospital in the more severe cases. The 
confusion in the present-day treatment of burns is due 
mainly to the failure to approach the problem from first 
surgical principles. 


Body’s Response to Trauma 


After any trauma there follow, first, a biological response 
to injury leading to general effects, and, secondly, a local 
injury leading to both general and local effects. In simple 
terms, immediately after the trauma a neuro-hormonal 
influence comes into play. The posterior pituitary releases 
antidiuretic hormone acting on the renal tubules, and the 
adrenal cortex releases substances that cause profound 
metabolic disturbances. So far as water retention is con- 


cerned the changes in renal tubular function are maximal 


EMERGENCIES IN GENERAL PRACTICE 


GENERAL PRACTICE 
ASSESSMENT AND EMERGENCY TREATMENT OF BURNS . 


BY 


A. B. WALLACE, M.Sc., F.R.C.S.Ed. 
Reader in Plastic’ Surgery, University of Edinburgh 


from the start, but the other metabolic changes, although 
resulting from the trauma, do not reach their height for 
some time. The local injury itself, if severe enough, leads 
to a local reaction, with a disturbance of fluid distribution 
and a consequent swelling of the injured tissue. These 
changes may in turn involve the organism as a whole. 


Fluid Shifts 


The total body water is considerable and accounts for 
50-60% of the total body weight. Body fluids are distrj- 
buted in two phases, intracellular and extracellular. The 
electrolyte pattern of each phase is different: the extra- 
cellular fluid contains most of the sodium, and the volume 
of extracellular fluid parallels the total sodium content of 
the body, whereas most of the potassium of the body is 
intracellular. The extracellular phase is divided by the 
capillary membrane into two compartments—intravascular, 
containing about 5% of the body weight, and extravascular, 
with about 15%. 

After an injury such as a burn there follow shifts in the 
distribution of the body fluid between the fluid phases and 
compartments. The primary fluid shift is from the intra- 
vascular to the extravascular space, and this occurs in the 
burnt tissues. As a result there is local oedema and diminu- 
tion of the circulating blood volume. After the primary 


fluid shift there is a compensatory second shift from the ° 


extravascular space to the intravascular channels of the 
uninjured tissues. These shifts are the body’s attempts to 
maintain an adequate circulating blood volume. 

In extensive burning, in addition to these two shifts, the 
renal conservation of total. body water resulting from 
posterior pituitary activity is followed by an increased pro- 
duction of metabolic water due to the catabolism of lean 
tissue and fat. This might be termed the third component, 
the water passing from the cells to the extravascular spaces, 

In burnt patients the reduction in blood volume is pro- 
portional to the extent of the burn, and the loss is spread 
over the first forty-eight hours, being most rapid in the 
first eight hours. The reduction in circulating blood volume 
leads to an early state of anoxia which in turn leads to 
damage_to the cells of the liver and kidney. In deep burns 
there is, in addition, an immediate destruction of red blood 
cells and in some cases haemoglobinuria. 


Administration of Fluids 


There is no doubt in my mind of the urgency with which 
fresh whole blood should be given in deep burns, and 
plasma in superficial burns involving over 10% of the 
body surface, irrespective of the haematocrit value. In 
replacement therapy fluid must be given immediately not 
only to replace that already lost from the circulation but to 
keep pace with further fluid loss. The general practitioner, 
whenever called to a burnt patient, should first note the 
extent and distribution of the burn. If the burnt surface 
is more than 10% of the surface of the body, he should 
anticipate the fluid loss that will take place and send the 
patient to hospital immediately. In superficial burns it has 
been our teaching to administer colloid and electrolyte 
fluids in equal proportion. 
that in the more extensive deep burns electrolyte should 
be limited, the proportions of blood, plasma, and electro- 
lyte being 2:1.75:0.25. In patients with burns of under 10% 
of the body surface, the replacement fluids are given orally 
in the form of glucose water. 





Recent observations suggest 
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Transport of a patient with severe burns to a hospital 
over fifty miles away is safe provided an intravenous trans- 
fusion has been instituted. Calculators for fluid require- 
ments like the pyrogram* are of considerable value, as they 
form a ready guide for prompt treatment. They are 
intended as guides only. 

In addition to the replacement fluids, requirement fluids 
must also be given. Requirement fluids are those necessary 
each day to make up for fluid lost from the kidneys, gut, 
skin, and lungs. In patients with burns it is most necessary 
to meet the daily requirement ; this fluid is given by mouth 
in non-electrolyte form—for example, as glucose water. 

Improvement with fluid therapy is best assessed by observ- 
ing the hourly urine output. In extensive burns the urine 
output may be reduced during the first two days, but this 
should not be a cause for alarm. A reasonably satisfactory 
output for an adult for the first forty-eight hours is 30 to 
40 ml. an hour. 


Rena! Damage 


In extensive deep burns severe oliguria or anuria may 
develop. The severely burnt patient experiences a number 
of aberrations in his fluid and electrolyte balance and an 
immediate destruction of red blood cells.. The early reduc- 
tion in circulating blood volume and decreased -glomerular 
and tubular flow, plus the presence of free haemoglobin 
in the plasma, may lead to distal tubular damage and 
anuria. (It is difficult to understand why some patients 
develop this condition while others do not.) It is most 
important, therefore, that in every patient admitted to 
hospital with extensive burns a catheter should be passed, 
so that the urine may be examined for pigment. If there 
is severe oliguria or anuria, fluid intake must be accurately 
balanced against output by all routes. Even in the absence 
of pigment it is wise in very extensive deep burns to halve 
the estimated daily fluid requirement. With much skin sur- 
face destroved the daily requirement fluid is less than 
normal. 


Supportive Therapy 


First comes the relief of pain. Contrary to the general 
opinion, I have not found pain to be a prominent feature in 
burns. Restlessness is not infrequent, but this is an indica- 
tion for increased fluid therapy. Since the early danger in 
burns is from anoxia, the dose of morphine given for pain 
should be reduced. I prefer it to be withheld until after 
the intravenous drip has been begun; half is then given 
intravenously and half subcutaneously. In burns of the 
hands in miners or airmen, however, if the total area 
involved is not large there seems no real indication for 
reducing the first-aid dose of morphine. 

Second comes the administration of oxygen in extensive 
burns to relieve anoxia. I have found this helpful in 
children, 

Third is the administration of penicillin. During the first 
forty-eight hours this can be given intravenously if suitable 
muscle sites are not available for injection. Ideally, I 
believe that antibiotics should not be necessary in the treat- 
ment of burns, certainly never local antibiotics. The latter 
may delay healing, lead to drug sensitivities, and encourage 
the growth of resistant bacterial strains. 

Three main phases are recognized in the healing of an 
open wound: (1) a phase of traumatic inflammation in 
which hyperaemia and exudation occur; (2) a phase of 
destruction, or cleaning, when the dead and dying cells are 
removed ; and (3) a phase of proliferation, when fibrous 
tissue appears and epithelium regenerates. The first two 
phases are together known as the lag or latent period, be- 
cause no actual repair takes place, and its length is largely 
determined by the time needed to eliminate necrotic material. 
In burns the duration of the phases of healing varies accord- 





*The pyrogram, a pocket calculator, is supplied by Messrs. 
Allen & Hanburys Ltd., London. It provides the following 
informaticn: replacement fluid, requirement fluid, urine output, 
dose of morphine, etc. 


ing to the type of. burn. In superficial burns the active 
third phase is complete within three weeks ; in deep dermal 
burns there is a tendency to troublesome delayed healing ; 
while in deep burns, with destruction of the covering skin, 
healing if left to nature would be considerably delayed. 
Clinically the distinction between superficial, deep dermal, 
and dermal burns is often difficult. Loss of pain to pin- 
prick is not very reliable, but I have found daily colour 
photographs during the first week helpful in determining 
zones. Extensive flame burns are commonly deep. 

The aim in the treatment of all wounds is to convert an 
open wound into a closed one, so as to allow rapid healing, 
and with both superficial and deep burns the open and 
closed wound concept is the proper approach. The super- 
ficial burn is an open wound. The quickest and most cer- 
tain method of closing it is to allow the surface plasma 
exudate to clot. Once this occurs the wound becomes 
closed, irrespective of whether a dressing is applied or not ; 
a dressing by itself never closes a wound. A plasma crust 
is a biological cover and second only in value to skin; it 
is an all-sufficient dressing until healing is cemplete. 
Organisms found on or in the crust do no harm. 

The deep burn is at the time of its infliction closed, the 
cover being the coagulated skin or eschar. This “ dress- 
ing” remains intact for ten to fourteen days. About this 
time the eschar will begin to separate from the living tissues 
beneath, moisture will appear-at its edges, and the wound 
will become open. This must be anticipated and prevented 
by sufficiently early excision of the eschar and immediate 
graftihg. Excision alone is inadequate. The best time for 
grafting depends on the condition of the patient, but it 
should be before the twelfth day. Clearly, if the patient 
has only a localized deep burn and little shock then the 
proper time is soon after admission. If the eschar is 
excised in the “ open” state, spreading infection can prove 
troublesome. This is another reason why it is so important 
to send all patients with deep burns to hospital at once. 

Deep dermal burns are by definition superficial burns in 
so far that certain remaining epithelial remnants are capable 
of providing final cover. But the dead dermal material in 
the wound prolongs the lag period, and in the third and 
fourth weeks moist exudate encourages infection which may 
destroy virtually all the remaining viable epithelial elements. 
In many instances, therefore, prompt excision of deep dermal 
burns gives much more satisfactory and earlier results than 
delaying tactics. 


Treatment at Home 


For patients treated at home a good form of dressing 
after any blisters have been snipped is to apply dry gauze 
and wool or, better, a sterile gamgee pad fixed with a con- 
forming bandage. The dressing should be kept dry, with 
all of its outer surface exposed. Care should be taken to 
avoid external pressure on any part, as this will lead to 
local sogginess. The dressing should not be changed for 
at least twelve days. 

Throbbing pain in the burnt area, accompanied by a rise 
in pulse and temperature, indicates infection, and the patient 
should be referred to hospital. Infection is most often due 
to the dressing becoming and remaining moist, early inter- 
ference with a satisfactory dressing, or too early movement 
of the affected part. 


Pressure Effects of Oedema 


Two early complications of burns—namely, pressure 
effects and oedema—deserve brief mention. The crust or 
eschar of circumferential burns of the neck, fingers, and 
arms may form an inelastic cover, so that when oedema 
develops it leads to distal ischaemia and, in the case of the 
neck, to pressure on the trachea. In the past two years 
we have had to perform three tracheotomies for this reason 
within the first eighteen hours of admission. If there is 
also damage to the mucous lining of the upper respiratory 
passages, this will increase the urgency for tracheotomy. 
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Careful nursing and supervision of burns of the face and 
neck are therefore essential, especially during the first day. 
Circumferential burns of the hands and arms also need 
careful watching during the first twenty-four hours, and 
this is one of the reasons why I do not advise covering 
them. In the past two years we have had to carry out 
multiple incisions in at least four such patients, afterwards 
applying absorptive dry dressings to encourage the forma- 
tion of a secondary crust and a closed wound. The effects 
of this can be dramatic, and in no way does this procedure 
jeopardize the maintenance of a dry surface. 

The second danger is oedema. It forms very quickly and 
is a natural response to injury. Control should be taught 
as a first-aid measure, because if oedema is not treated from 
the first by posture it can become a troublesome complica- 
tion. Infection is not a natural complication. It is almost a 
measure of improper care and of the inadequacy of the 
surgical technique. 


nf Principles of Early Care 


The main points in the early care of burnt patients may 
be summarized as follows. 

Minor Cases Treated at Home.—{i) Cleanse and snip 
blisters ; (2) apply absorptive dressings and keep dry (closed 
wound crust) ;, (3) elevate affected part ; (4) do not re-dress 
for ten to twelve days ; (5) if burn is on lower extremity, put 
patient to bed. 

Cases Admitted to Hospital—(1) Obtain brief history, and 
establish time of accident and therapy given; (2) estimate 
and chart extent and depth of burn; (3) weigh patient on 
admission to ward; (4) if burn is extensive, catheterize 
patient on admission ; examine urine and chart hourly out- 
put; (5) administer fluid therapy without delay ; (6) do no 
further damage to the surface ; (7) avoid factors extending 
the lag period ; (8) take colour photograph of burn in first 
twenty-four hours ; (9) watch for pressure effects (obstruc- 
tion of airway or of circulation to limbs); (10) establish 
and maintain a closed burn wound. 


Prognosis 


Patients and relatives are likely to ask the doctor about 
the prognosis, and he must be able to advise them, 

In general, superficial burns heal without scarring. Deep 
dermal burns, however, may show delayed healing as a 
result of low-grade infection, and may leave patchy pro- 
minent scars. Deep burns carry with them the chance of 
both scarring and deformity. Early grafting diminishes the 
risk of both. 

Extensive burns, whether superficial or deep, may lead 
to early death from oligaemic shock. All burns of over 
40% of the body surface, especially at the extremes of age, 
must be regarded as being very dangerous to life. Like- 
wise, early haemoglobinuria signifies a bad prognosis. The 
earlier patients with extensive or deep burns are admitted 
to a burns unit, the lower will be the mortality and 
morbidity rates. 





Next article on Emergencies in General Practice.— 
“ Apoplexy,” by Dr. J. St. C. Elkington. 


Refresher Course Book.—Copies of the second volume of 
collected articles from the Refresher Course for General Practi- 
tioners are.still available at 25s. (postage 1s.) each. The first 
volume is now sold out. 

Clinical Pathology Book.—“ Clinical Pathology in General 
Practice,” a collection of 39 articles on clinical pathology that 
appeared in the Journal as part of the Refresher Course for 
General Practitioners, is now available, price 21s. (postage 9d.). 


Both these volumes are obtainable from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1, or 
through any bookseller. 


EMERGENCIES IN GENERAL PRACTICE 
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BRITISH ORTHOPAEDIC ASSOCIATION 
AUTUMN MEETING, OCTOBER 6-8 


On the second day of its autumn meeting in Liverpool, 
under the chairmanship of its president, Professor Bryay 
MCFARLAND, the British Orthopaedic Association debated 
the place of splints in the treatment of fractures, on a motion 
“ That Lucas-Championniére was right.” 


Lucas—Championniére and Splints 


Professor GEORGE PERKINS (London) opened for the . 
motion. Lucas-Championniére (1843-1913) had written a 
book on fractures, the basic theme of which, he said, might 
be summarized as, “ To hell with splints.” While the speaker 
could not support this in toto, the idea was certainly more 
right than wrong, Splintage caused stiffness, and this did 
not always disappear with time. If a muscle was held in the 
shortened position it lost its abil‘ty to extend, and the only 
way to prevent this was to stretch it occasionally to the full; 
but splintage made this impossible. In most fractures into 
joints it was impossible to produce perfect reduction, but 
early movement moulded the joint surfaces and reproduced 
congruity. Avoidance of splints also prevented the muscles 
binding together from the organization of haematoma and 
exudate. 

Professor Perkins divided splintage into two types—the 
“ pure,” which was prolonged, uninterrupted, rigid, and ex- 
tensive ; and the “simple,” which was none of these things ° 
and was used only to maintain reduction where displacement 
would otherwise occur. The “ splinters,” he said, subscribed 
to the tenet that because a few need splintage all do. Only 
three fractures needed “ pure” splinting—those of the neck 
of the femur, the carpal scaphoid, and the mid-shaft of the 
radius, the latter because no other method would control 
rotation strain. Hinging movements and rotation were the 
causes of fibrous union, because they stretched the early 
callus, and the philosophy of “ non-splinters” lay in their 
faith that with few exceptions muscles alone would prevent 
this stretching. There was no need to set a fracture if there 
was no displacement, if the displacement did not matter, or 
if reduction was impossible. The non-splinters’ creed should 
be: Don’t burden the patient with purposeless splints; a 
“simple” splint does less harm than a “ pure” splint ; only 
a few fractures need “ pure” splintage ; and reduce the use 
of “ simple” splintage to the minimum. 


Fix the Bone and Exercise the Muscles 


Sir REGINALD WaATSON-Jones (London), opposing the 
motion, said that Lucas-Championniére was a pioneer; 
splintage in his era was very complete and extensive, and he 
did not know that it was possible to hold bone still and 
yet continue to use the overlying muscles. Lucas-Champion- 
niére, claimed the speaker, had said that perfect reduction 
was neither possible nor desirable and had advocated massage 
and mobilization of all fractures. In Sir Reginald’s opinion, 
if a fracture was to unite with certainty it must be im- 
mobilized completely. All fractures would unite if they 
were immobilized for long enough. Non-union resulted 
from splintage that was physiologically not complete enough 
or not maintained for long enough. Surgeons should not 
fear the temporary resultant stiffness ; if functional activity 
was maintained there was rapid recovery of a full range of 
movement. The immobilized knee or shoulder always re- 
covered its movements if reliance was placed on active exer- 
cises alone. Many new hip operations were based on the 
fundamental, but in his view unfounded, fear of permanent 
knee stiffness if this joint was immobilized, but in 200 cases 
of hip arthrodesis with the limb in plaster for many months 
less than 8% had stiff knees. All the fears of Lucas- 
Championniére would have been put at rest had he had our 
knowledge of the need for maintaining muscle activity in a 
splinted limb. 

The Seconders 


Mr. NorMAN Roserts (Liverpool), seconding for the 
motion, maintained that what Lucas-Championniére had 
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really said was that the treatment of fractures as practised in 
his day gave pride of place to union and disregarded func- 
tion; the resultant withered limbs were worse than the 
results of no treatment at all. Béhler and Watson-Jones 
had recognized the dangers and assured the profession that 
with their methods the danger was over. 

Mr. Roberts thought immobilization was losing ground 
year by year. There were only two indications for splint- 
age: to make a fracture unite which would not otherwise 
do so, and to keep a fracture in good position. He spoke 
cogently on the perils of internal splintage and said that 
nothing but good could follow the abandonment of unneces- 
sary splintage, especially in joint fractures. He ended by 
saying that injured shoulders did stiffen, whether immobil- 
ized or not. 

Mr. RoBert Roar (Oswestry), opposing, advised the meet- 
ing to leave the realms of fantasy and get back to reality. 
Mr. Roberts, he maintained, was in fact an exponent of 
perfect reduction and fixation, and he was therefore quite 
unable to believe what he had just said. Lucas- 
Championniére was an arrogant writer but no true scientist, 
a believer in “all or nothing,” a surgical Karl Marx: “in 
science dogmatism is always wrong.” Innovations must 
have a scientific basis. The principle of reducing a fracture 
and holding it reduced remained a sound one. John Hunter 
had demonstrated the close connexion between form and 
function, but Lucas-Championniére believed in neither. To 
vote for Lucas-Championniére, he concluded, was to vote 
against Hunter. 

The Middle Road 


The motion being then open for discussion, Mr. PHILIP 
Wites (London) said that the conflict was as old as surgery 
itself ; the bone needed rest, the soft parts needed mobiliza- 
tion. In reality right lay between the advocates of the con- 
flicting beliefs. He drew attention to the benefits of 
hyaluronidase in reducing binding in the soft parts. Dr. 
Rex Drvevey (Kansas City) also preferred the middle road. 
Mr. H. OSMOND-CLARKE (London) said that the coming of 
Sir Reginald Watson-Jones to the London Hospital had 
resulted in a reduction to vanishing point of cases needing 
bone-grafting for non-union. Mr. G. R. Fisk (London) sup- 
ported the motion. The physiological immobilization of 
Watson-Jones was in reality physiological mobility. The 
contractile effect of the muscle tube gave the earliest recovery 
of function, and he had had only one case of delayed union 
(due to muscle interposition) in 120 cases of fractured femurs 
treated by early movements. Mr. F. G. Warp (Staines) 
was convinced that Lucas-Championniére was right ; a stiff 
limb was often worse than a pseudarthrosis. Mr. D. 
WAINWRIGHT (Stoke-on-Trent) felt that there was a de- 
generate ring about “the book.” Written in 1910, it 
reflected the terminal period of the surgeon’s life, when 
his clientele was highly aristocratic and largely feminine, 
with perhaps minor fractures, where he felt it was desir- 
able that the massage and movements should be applied 
personally. 


A Physiological Maximum for Immobilization 


Mr. JoHN CHARNLEY (Manchester) thought that a middle 
course, as advocated by Mr. Wiles, was dangerous. The 
motion was either right or wrong ; he felt that massage was 
the real basis of Lucas-Championniére’s theme. There were 
three possible causes of failure to unite: the callus never 
crossed the gap; the callus succeeded in crossing the gap, 
but was too fragile and broke down; mobility alone pre- 
vented the callus from crossing the gap successfully. If a bone 
were plated only the first cause of failure could operate, 
because immobility was far greater than could be achieved 
by any other method. He had ventured a “Law of Con- 
servative Treatment”: full mobility could be restored if all 
bones and joints in a limb were fixed no longer than the 
physiological maximum of eight weeks. If union was 
delayed and longer fixation was required, joint stiffness 
would follow. But prolonged splintage alone was not the 
cause, there was some other factor. Mr. F. G. Sr. C. 
STRANGE (Canterbury) said that in Nature immobilization 
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of a fracture was unknown: it was a wonder to him that 
an immobilized fracture united at all. They should take a 
lesson from Nature. He believed that all fractures would 
unite if not immobilized, except those in which there was 
interference with the local blood supply. 

Others who spoke in the debate before the openers 
summed up were Mr. W. SAYLe-CrREER (Manchester), Mr. 
A. N. Birketr (Nottingham), Mr. C. H. CULLEN (Man- 
chester), Mr. M. ALMs (Liv:rpool), and Professor WALTER 
MERCER (Edinburgh). It remained for Professor PERKINS 
to warn the meeting that Lucas-Championniére should be 
accepted as no more than a great figure in medicine and a 
pioneer of physiotherapy, and for Sir REGINALD WATSON- 


‘JONES to assert that non-union and mal-union did matter, 


and to reiterate that he kept the soft parts moving, before 
the vote was taken. The motion was lost by 94 votes to 73. 


The Rest of the Meeting 

The remainder of the three-day meeting was in more 
serious vein. On the first day there was an instructional 
course, the speakers being Mr. CHARNLEY on “ Disk Sur- 
gery—The Orthopaedic Approach,” Mr. A. L. Eyre-Brook 
(Bristol) on “ Malignant Tumours of Bone,” Mr. A. M. 
HENDRY (Birmingham) on “ Reconstructive Surgery in the 
Upper Extremity,” and Mr. S. A. S. MALKIN (Nottingham) 
on “Posture.” On the afternoon of the debate members 
enjoyed clinical and operative demonstrations at hospitals 
in Liverpool, and on the last day, Saturddy, October 8, with 
the new president, Mr. Partie WILEs, in the chair, scientific 
papers were read. Mr. J. W. Dickson and Mr. M. B. Devas 
(both of London) reviewed the late results of Bankart’s 
operation for recurrent dislocation of the shoulder, and Mr. 
OSMOND-CLARKE and Mr. Eyre-Broox contributed to the 
discussion. Mr. D. Wainwricut (Stoke-on-Trent) read a 
paper on displacement osteotomy for hip disorders, which 
was discussed by Professor J. Trueta (Oxford), Professor 
MCFARLAND, and Mr. K. I. Nissen (London). Mr. C. H. 
CULLEN and Mr. A. Grass (from Manchester) reported the 
results of a two- to five-year follow-up of over 200 cases 
of acute osteomyelitis, from which they concluded that, in 
spite of chemotherapy, the decision to operate should be 
made early, and that primary closure of the wound reduced 
the chances of the wound becoming infected—a view re- 
inforced by Professor TruETA, who said that he operated 
on all cases that retained tenderness after 24 hours’ chemo- 
therapy and always sutured the wound. 

Other subjects discussed included Volkmann’s contracture, 
by Mr. H. J. SEDDON (London); the treatment of osteo- 
chondritis dissecans, by Mr. I. S. Smmtie (Dundee) and Mr. 
K. H. Privie (Bristol) ; articular damage to the ankle after 
complete rupture of the lateral ligaments, by Mr. J. ROWLAND 
HuGHEsS (Wrexham); and the construction of reliable internal 
prostheses, by Dr. J. T. ScaLes (Stanmore). After describing 
the many types of defect to which such implants are liable, 
Dr. Scales made a plea for some form of standardization for 
them such as is now being developed in the United States. 











INFLUENZA VACCINE TRIALS 


STATEMENT ON BEHALF OF THE M.R.C. 
COMMITTEE ON CLINICAL TRIALS OF INFLUENZA 
VACCINE 


As the result of consultations between the Ministry of Health 
and the Medical Research Council, a committee on clinical 
trials of influenza vaccine was formed by the council in 1951 
to carry out and co-ordinate further inquiries. Previous 
investigations had met with varying success, partly owing to 
difficulties in ensuring that the vaccine was suited to the 
particular strain causing the epidemic. 


Results of Field Trials 

Serological trials in the winter of 1951-2 resulted in the 
committee being able to stage in 1952-3 a large-scale field 
trial of a vaccine containing equal proportions of FM1 (a 
virus A strain originally recovered in 1947 in the U.S.A.) 
and the Liverpool strain, of the type which had been partly 
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responsible for the epidemic in early 1951. A _ bacterial 
“ anti-influenza” vaccine was used as a control. Some 
13,000 volunteers were involved in the main trial in centres 
scattered throughout the United Kingdom. The extent of 
influenza A in the winter of the trial was limited, but it was 
clear that there was a 40% reduction in clinical influenza in 
the trial group as compared with the control.’ The results 
being encouraging, the committee decided to go forward in 
the search for still more efficient vaccines. 

In view of the favourable reports received from the U.S.A. 
of the increased antigenic value of the oil-adjuvant as 
distinct from the saline type of vaccine, a comparative sero- 
logical trial was commenced in December, 1953, in groups 


of volunteer students in certain London hospitals and in’ 


Manchester and Sheffield. This trial demonstrated the greater 
and more prolonged antibody production of the oil-adjuvant 
as compared with the saline vaccines.” As the result of this 
a further large-scale field trial in some 15,000 volunteers 
was staged last winter in various volunteer centres in the 
United Kingdom. Three vaccines were under comparative 
trial, one of the saline and two of the oil-adjuvant type—all 
from the England 1954 A strain of virus—with a fourth, 
virus B vaccine, as a control. While virus B influenza was 
prevalent for much of the winter, virus A influenza occurred 
only to a limited extent and did not cause any extensive 
outbreak. Observation was stopped at the end of May 
and all record cards were withdrawn for analysis of the 
results of the virus B vaccine in the prevention of virus B 
influenza. In view of the possibility of an outbreak of 
virus A influenza making its appearance this winter, the 
record cards will be sent back to the volunteer centres con- 
cerned and the observation of volunteers recommenced and 
continued as long as is necessary. 


Arrangements for New Trial this Winter 


In addition, a new comparative trial in some 12,000 volun- 
teers is due to begin shortly. It is designed to evaluate two 
saline vaccines, one containing a virus A strain isolated last 
winter in Carmarthen and the other a mixture of virus A 
strains of different types. A virus B vaccine will again be 
used as a control. Volunteer centres will be in industry 
and the Royal Air Force, and distributed throughout the 
British Isles. Inoculations will be carried out between 
November 21 and December 1. Volunteers in each centre 
will be divided as before into equal groups—one group re- 
ceiving one of the virus A vaccines, another group the 
second of these vaccines, and a third group the virus B 
vaccine. Volunteers will be observed for four months, 
records being maintained of illnesses from which they suffer 
in the period. At the end of the trial the results will be 
analysed to ascertain the incidence of influenza in the three 
groups. 

Under the arrangements made, it will be known to any 
general practitioner who is asked to attend a volunteer 
during the observation period that the patient is in fact a 
volunteer and to which centre he belongs. It is hoped that 
all general practitioners seeing such volunteers will co- 
operate in the investigations by filling in the simple record 
form with which they will be provided, and will bear in 
mind the great importance of as accurate a differentiation 
as possible between true influenza and other respiracory 
infections with a winter prevalence. 

The medical officers of health in the areas in which the 
trials are being carried out will be able to help in various 
ways, and will in particular be able to keep those concerned 
in the volunteer centres informed on the occurrence of 
influenza and the progress of any outbreak which attacks 
the area. For this purpose medical officers of health in 
whose areas there are volunteer centres will be given the 
details of these. 

Special arrangements will be made, as was the case last 
winter in the main trial areas, to detect the presence of 
influenza. In each of these areas some practitioners are 
being asked to take specimens for laboratory examination 


) British Medical Journal, 1953, 2, 1173. 
2 Ibid., in press. 





——— 
from suspected cases of influenza every week throughout the 
trial. In this way it is hoped to determine the probable 
date of appearance and disappearance of influenza in the 
areas in which the volunteers live, and to learn whether any 
outbreak is due to virus A or virus B. 

These trials can succeed only if there is the fullest co- 
operation between all concerned, and the committee has 
every hope that this will be forthcoming. More detailed 
information may be had from the secretary of the M.R.C. 
committee on the clinical trials of influenza vaccine at the 
Ministry of Health, 23, Savile Row, London, W.1 (Tel. : 
Regent 8411, Ext. 91). 








LAURENTIAN HORMONE CONFERENCE | 
[FRom A SPECIAL CORRESPONDENT] 


The 1955 Laurentian Hormone Conference was held in the 
Stanley Hotel, Estes Park, Colorado, from September 11 to 
16. The subjects discussed were hormone biosynthesis, 
metabolism, and the pituitary and sex hormones. 


Hormone Biosynthesis 


The programme was opened by J. Rocue (Collége de 
France),-who discussed the biosynthesis and metabolism of 
thyroid hormone. P. HAGEN (Yale) followed with a review 
of the formation of pressor amines in the adrenal medulla. 
He discussed the adrenaline/noradrenaline ratio in medul- 
lary homogenates, and the enzymes and size of granules in 
mitochondria. Biosynthesis of the two amines was described, 
chick adrenal being useful for this, s'nce it contains only 
20% cortex. In a contribution on the biosynthesis of the 
sterols and steroid hormones R. D. H. HEARD (McGill) dis- 
cussed the urinary oestrogens which result from adminis- 
tering ““C acetate and testosterone to the pregnant mare. 
Cholesterol did not convert directly to oestrogen, but might 
go via A“ androstene-3, 17-dione — testosterone > oestrone, 
or via 19-hydroxy A* androstene-3, 17-dione. Heard also 
presented data on the locus of action of corticotrophin. 
He reported that in adrenal slices from patients with Cush- 
ing’s disease corticotrophin stimulated the conversion of 
deoxycortone to corticosterone. 

M. HAyYANo and N. SaBa (Worcester Foundation) discussed 
the biogenesis of neutral steroid hormones. The progress 
in steroid research culminating in the discovery of aldo- 
sterone was described by Hayano, who dealt with the con- 
version of cholesterol to pregnenolone by adrenal homo- 
genates, the relationship of 3 8-dehydrogenase to microsomes, 
and of the 6 a- and 6 8-dehydrogenases to adrenal mito- 
chondria. She referred to three types of mitochondrial 
preparations and discussed the factors involved in 11 £- 
hydroxylation, demonstrating that a large fraction of the 
oxygen at Cy, comes by a short pathway from atmospheric 
oxygen. Saba dealt with the integration of various enzyme 
activities. He suggested that degradation of the cholesterol 
side-chain took place in the mitochondria; the stages to 
pregnenolone were brought about by microsomal enzymes; 
to 17- and 21-hydroxylation by the soluble fraction ; and 
the final stage of 11-8-hydroxylation again took place 
in the mitochondria. He further suggested that the role of 
ascorbic acid was one of restraining the sequence of reac- 
tions leading to steroid synthesis. ’ 

The place of enzymes in steroid metabolism was discussed 
by G. TomKINs and K. J. IsseLBACHER (Bethesda). Oxida- 
tion-reduction reactions of the steroid nucleus were dealt 
with by Tomkins, who described the properties of dihydro- 
cortisone and cortisone enzymes with respect to source, 
purification, hydrogen donation, and specificity. By frac- 
tionation of a liver supernatant Tomkins had been able to 
separate two enzymes, one of which reduces ring A of corti- 
sone, the other ring A of hydrocortisone. Isselbacher 
reported on the synthesis of steroid glucuronides. Treatment 
of tetrahydrocortisone with uridine diphosphate glycuronic 
acid led to the formation of the glucuronide; but no 
such reaction occurred with cortisone or dihydrocortisone. 
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Reduction of the C3 ketone was necessary before conjugation. 
Purification of glucuronosy! transferase was carried out by 
microsomal! disruption using sonic vibration. The properties 
of 4-glucuronidase and transferase with respect to liver 
fractions. co-factors, and pH optimum were compared. 


Hormones and Metabolism 


This session was opened by G. S. Gorpan (California), 
who described the influence of steroids on cerebral 
metabolism in man. He referred to the anticonvulsive effect 
of deoxycortone in epileptics, and the potent inhibitory effect 
of this steroid on the respiration of rat brain homogenates 
in a glucose substrate, He described a technique for deter- 
mining the effect of hormones on human cerebral blood flow 
and of obtaining blood from the internal jugular bulb before 
and after administration of a test agent. He also dealt with 
such questions as the cerebral metabolism of glutamic acid 
and glutamine, and the effect of ageing on the cerebral 
oxygen consumption. L. A. LueTscuer, Jr. (Stanford), then 
reviewed the history of aldosterone and clinical observations 
on its urinary excretion in various conditions. The final 
paper in this section was given by M. E. Kraut (Chicago), 
who discussed tissue metabolism and growth. In spite of 
the rather broad title, the author confined his remarks 
mainly to the influence of insulin on protein and peptide- 
bond synthesis, and concluded that in the diabetic animal 
insulin helps to promote peptide synthesis by favouring 
glucose uptake. 

Pituitary Hormones 


A. ALBERT (Mayo Clinic) opened this discussion with 
a paper on human urinary gonadotrophin, in which he 
described an apparatus capable of use in routine clinical 
laboratory tests. He surveyed the methods used in con- 
centrating urinary gonadotrophin, and mentioned different 
end-points of bioassay in rats and mice. He advocated the 
use of rats, and claimed that the ovarian-weight method 
was specific for urinary gonadotrophins. This paper was 
followed by an account of the hormonal control of melanin 
pigmentation by A. B. LERNER (Oregon), who described a 
method of assay for melanophore stimulating hormone 
(M.S.H.). Normal vaiues for urine lay between 8 and 48 
units ; increased values were found after the third month 
of pregnancy and in retinitis pigmentosa. M.S.H. could be 
isolated more successfully from the pituitary of the hog 
than from that of cattle. The clinical aspect of pituitary 
syndromes in man was the subject of a paper by R. F. 
EscaMILLA (San Francisco). 


Sex Hormones 


The final session was opened by T. MANN (Cambridge), 
who gave an account of the role of testosterone in repro- 
duction. He described its effect on the male accessory 
organs and on the composition of ejaculated semen. The 
accessory organs differed in their fructose and citric acid 
contents, and there were also species differences. Chorionic 
gonadotrophin increased the fructose and citric acid con- 
tent of the accessory glands in both normal and vitamin-B- 
deficient rats. R.B. LEACH (Wayne) read a paper on clinical 
studies of testicular hormone production, in which he dis- 
cussed the origin of the testicular oestrogen and methods of 
evaluating the peripheral effect of androgens. The session 
concluded with a paper by A. CsaPo (Washington) on the 
mechanism of the action of progesterone on uterine muscle. 
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A NAVAL MEDICAL SERVICE REFORM, 1855 


“It is with feelings of no ordinary satisfaction, not un- 
mingled, we must say, with emotions of surprise,” doctors 
read in the Association Medical Journal (later to become 
the British Medical Journal) of July 27, 1855, “that we 
announce that Sir Charles Wood, the First Lord of the 


~ 

Admiralty, has issued a memorandum declaring that in 
future all assistant surgeons are—like the full surgeons— 
to be considered as wardroom officers.” ‘The editorial added 
that from its foundation the Naval Medical Reform Asso- 
ciation had been supported by members of the Provincial 
Medical and Surgical Association,’ as the B.M.A. was then 
called. In 1849 the Royal College of Surgeons of Edin- 
burgh petitioned the House of Commons on the question 
of wardroom rank for assistant surgeons.* On April 8, 
1850, the Council of the Royal College of Surgeons of 
England also decided to petition Parliament, “ praying for 
the removal of the grievances under which the Assistant 
Surgeons in the Navy labour.” This pointed out that the 
Court of Examiners, who examined assistant surgeons on 
their promotion, “found many who have neither improved 
nor effectually maintained their knowledge of the Art and 
Science of Surgery.” 

“. . . the President and Council deem it their duty to repre- 
sent further... that the cause invariably assigned for this 
deficiency is the want of such accommodation in the Vessels of 
the Navy as is compatible with the requirements of Study; and 
they are induced to believe, from the inquiries which they have 
made, that the Assistant Surgeons in the Navy are placed under 
circumstances which are unsuited to the position and pursuits of 
Members of a liberal profession.’ 


Captain Boldero brought the matter before the House, 
and succeeded in persuading the Commons to pass a resolu- 
tion that assistant surgeons should have a cabin. The only 
notice which the Admiralty took was to agree to provide 
this “ only when space would admit of it."* Although the 
Royal College of Surgeons of England seemed to have lost 
some of its enthusiasm—memorials from assistant surgeons 
in 1851 and 1853 being merely “ laid before this Council **— 
the agitation continued. In 1853 Captain (now Colonel) 
Boldero was again speaking on the subject in the House 
of Commons. Admiral Berkeley “asked the Hon. and 
Gallant officer how would he like, as the colonel of a 
regiment, to have the discipline of his regiment and the 
internal arrangement of his regiment regulated by a naval 
officer? That was really the question.”* Fortunately not 
all naval officers adopted this attitude. In 1853 The Times 
reported that Captain George Hancock, in charge of H.M.S. 
Espiégle, gave up one of his own cabins for the assistant 
surgeon. 

But the Admiralty remained adamant. Then came the 
Crimean War, when, owing to the conditions of service, “ the 
saucy, reckless Lords of the Admiralty,” to quote the Asso- 
ciation Medical Journal, “ advertised for medical students to 
take the places they could not get legally qualified surgeons 
to adopt. ... The medical students, to their honour, are 
exerting themselves to remedy this deplorable state of 
things.”* Protest meetings were held in the medical schools, 
and a national meeting of medical students was organized in 
London on March 16, 1855, which was attended by 800 
students from all over the country. Mr. Husband, a medical 
student from the Middlesex Hospital, declared that on board 
ship the assistant surgeon “ was unceremoniously condemned 
to the cockpit, and to the society of boys of sixteen years 
of age, of whose idle hours he was made the sport and 
ridicule.” 

The Admiralty refused to see a deputation of medical 
students. But in the end they had to capitulate, and, rather 
grudgingly, accept that even assistant surgeons were gentle- 
men who could share the wardroom. 


I wish to thank the President of the Royal College of Surgeons 
of England for permission to quote from the Minutes of the 
Council of the College, which were kindly searched for me by 
Mr. R..S. Johnson-Gilbert, assistant secretary. 

LAURENCE Dopson. 
smog 

2 Association Medical Journal, 1855, 

2 Creswe I, Cc. it, Royal College *y Surgeons, of Ei of Edinbargh, Historical 

Not 1505 to 1905. p. 175. Edinbur 

3 MSS. , b- Minutes of the a — of A. J April 8, 1850. 
4 Association Medical Journal, 1853, 180. 
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Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Air Embolism During Blood Transfusion 


Sir,—Drugs are commonly injected through the tubing of 
an intravenous drip during surgical operations. The result- 
ing perforations of the rubber tubing are thought to be of 
little significance. However, it has already been shown by 
Macintosh and Mushin’ that in certain circumstances a nega- 
tive pressure exists in the tubing with the consequent entry 
of air through any perforation into the transfusion system, 
possibly with fatal consequences. 

A recent fatal incident has shown that perforations in the 
drip tubing present a further hazard. During a craniotomy 
for a very vascular intraventricular tumour there was a fall 
in blood pressure, for which intravenous blood was being 
given at a greater speed than usual. The blood was being 
forced in with the Martin® blood pump. After an initial 
improvement the blood pressure fell once more and could 
not be raised again in spite of the continued rapid introduc- 
tion of blood. It was thought that there must have been a 
central failure of the vital centres, although there was no 
local intracranial condition to account for this. There was 
a progressive circulatory failure ending in death. At 
necropsy there was a massive air embolism. The leg veins, 
iliac veins, and inferior vene cava were distended with air. 
Subsequent examination of the transfusion apparatus showed 
several perforations in the rubber tubing just below the 
drip-chamber. Testing with the Martin pump proved that 
large amounts of air could be drawn in through these 
perforations and forced into the patient’s venous system. 

Two possibilities (amongst others) suggest themselves in 
order to avoid this trouble in the future. The routine use 
of translucent plastic tubing for transfusion would enable 
bubbles of air in the tubing to be seen, though this would 
not replace the need for constant vigilance. Such plastic 
tubing might be cheap enough to be expendable. Allter- 
natively, some form of air-trap could be devised, but this 
would probably mean a rather cumbersome device in the 
vicinity of ‘the cannula. Until these additional safeguards 
are introduced, if the tubing has to be punctured, and this 
is often necessary, it should be done as low down as possible 
and near the cannula. 

The need to administer blood quickly and in quantity is 
bound to arise, and a pump of some sort is a necessity. 
The attention of blood transfusion authorities is directed to 
the provision of translucent tubing as a matter of some 


urgency.—We are, etc., CHARLES LANGMAID. 


WILLIAM W. MusSHIN. 


Cardiff. 
REFERENCES 
1 Macintosh, R. R., and Mushin, W. W., Physics for the Anaesthetist, 
1946, p. 135. Oxford. 


2 Martin, P., Lancet, 1954, 2, 1002. 


A Simple Blood-grouping Method 


Sirn.—I was most interested to read Dr. R. A. Zeitlin’s 
criticisms of the Eldon method of blood-grouping (Journal, 
October 15, p. 970). I feel very strongly that some simple 
method of grouping would be desirable in outlying hospi- 
tals, and for emergencies at night, and I am sure that my 
interest will be shared by all junior house officers. 

It is claimed by the blood banks of the Copenhagen 
municipal and county hospitals that out of 6,591 tests made 
there were six errors, two ABO, and four Rh, all of which 
seemed to be caused by faults in technique. I am in no 
position to question these figures, but I would welcome any 
investigation into a method which impressed me so much 
by its simplicity, especially as it appeared to be in general 
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use in Denmark. It is probably an improvement on the 
“ hémobiotest rapide” method of some years ago, which 
Dr. Zeitlin described. 

He also mentioned the importance of a control. There 
is a control panel on the card, and, as far as the cost js 
concerned, I have just paid £4 10s., plus £1 duty, for 59 
cards, which have a dead-line date of two years for the life 
of the card, stored at room temperature.—I am, etc., 


Newport, Mon J. T. Rice-Epwarps. 


Tuberculosis in Students and Nurses 


Sir,—I read with interest the article on tuberculosis jp 
students and nurses by Dr. R. E. Verney (Journal, Octo. 
ber 15, p. 929). He states: “ We have had such confidence 
in the efficiency of B.C.G. vaccination. that when, in the 
course of annual recheck tuberculin test after [B.C.G] 
vaccination, there is found to be a superinfection tubercy- 
lin reaction ...no action has hitherto been taken to 
investigate its significance (see below).” The only further 
reference to this point is in the description of two cases 
of pulmonary tuberculosis, in a B.C.G. vaccinated student 
and nurse ; both these subjects had shown a superinfection 
tuberculin reaction before the development of frank tuber- 
culosis. It would seem from this observation that the 
development of a superinfection tuberculin reaction should 
call for a close radiological check during the succeeding 
months. Does the use of the word “ hitherto” in the sen- 
tence quoted imply that Dr. Verney proposes to do this in 
future? It would be interesting to know how often 
Dr. Verney has seen a superinfection tuberculin reaction in 
B.C.G. vaccinated students and nurses who have not devel- 
oped clinical tuberculosis. 

It is clear that B.C.G. vaccination does not confer 
absolute immunity to tuberculosis ; surely, therefore, it is 
almost as important regularly to x-ray B.C.G. vaccinated 
subjects as to x-ray those whose positive tuberculin reaction 
was acquired by natural infection (though the latter are 
liable to develop clinical tuberculosis by endogenous exacer- 
bation as well as by superinfection).—I am, etc., 


London, S.W:3 M. Honey. 


Foetal Distress 


Sir,—The paper on “ Foetal Distress and Intra-partum 
Foetal Death,” by Mr. T. B. FitzGerald and Dr. C. N. 
McFarlane (Journal, August 6, p. 358), is timely in these 
days when maternal mortality has fallen to almost the irre- 
ducible minimum, and attention is being concentrated on 
reducing the stillbirth and neonatal death rates. 

There is one consideration, however, that seems to have 
been overlooked both in the original paper and in the corre- 
spondence following it—namely, the greatly increased danger 
to the foetus after rupture of the membranes, especially if 
they rupture very early in the first stage. This is followed 
by gradual loss of liquor amnii, which allows excessive 
retraction of the uterus, thus diminishing the area of the 
placental site and the maternal circulation through it. This 
is one of the dangers of the “ long first stage.” The other is, 
of course, foetal infection. 

It follows that signs of foetal distress, especially slowing 
of the heart sounds below 120, with or without the passage 
of meconium, must, in such cases, be watched for very 
frequently even in the first stage. It is probable that abnor- 
mal rapidity (above 160) of the foetal heart sounds in foetal 
distress is a rapidly passing phase and easily missed.—I am, 
etc., 


Sydney, Australia. F. J. BROWNE. 


Position for Delivery 


Sir,—Dr. W. N. Leak (Journal, October 15, p. 968) has 
widened this discussion in his defence of the lateral position 
of delivery. The first paragraph of his letter might suggest 
that I am unfamiliar with the customs of the coloured races. 
For a considerable time I have conducted a research into 





+e 


Te 


ife 


ave 


ger 
y if 
wed 
sive 


This 
r is, 


ying 
age 
yery 
10r- 
etal 
am, 


has 
tion 
gest 
ices. 
into 


Nov. 5, 1955 


CORRESPONDENCE 








this subject with the help of my wife, who has a close 
knowledge of the Oriental way of life. In south, central, 
and east Africa we have visited and obtained records of 
approximately two hundred tribes and sub-tribes, in order 
to discuss with chiefs, indunas, midwives, and old women 
the subject of childbirth, The similarity of many pro- 
cedures in pregnancy and parturition, including the position 
of labour in tribes over 3,000 miles apart, was striking. 

I could not have expressed the opinion that Dr. Leak has 
described as “ nonsense” if it had resulted only from our 
own travels and observations, for we were well aware of the 
complicating factors of such an inquiry. But we were 
fortunate in having the assistance of over 100 collaborators, 
including Government medical and administrative officers, 
missionaries, paramount chiefs, and aged settlers who appre- 
ciated the importance and novelty of this investigation, 
and therefore gave us unstintingly of their knowledge and 
experience of the tribes amongst whom they had spent all 
or most of their lives. In this vast mass of evidence, which 
one day I hope to publish, there is unznimous agreement 
upon the dorsal attitude for delivery, with tribal variations, 
but never in the lateral position. The horrors that Dr. 
Leak mentions are only a few of those with which we 
became acquainted, but that fascinating fieid of inquiry is 
not pertinent to this discussion. 

My reasoning is neither hasty nor parochial. World-wide 
research fails to justify the “lateral position,” not only 
to-day but throughout the history of obstetrics. Methods 
adopted after generations of trial and error for the per- 
formance of natural functions cannot be lightly discarded. 
Shipral and Puah (circa 1560 B.c.), the Egyptian midwives 
to the Israelites, used squatting-stools for delivery. Aristotle 
(circa 350 B.C.) wrote, in a treatise upon childbirth : “* The 
woman should lie upon her back having her body in a 
convenient posture. That is, her head and breast a little 
raised so that she be between lying and sitting. For being 
so placed she is best capable of breathing and likewise would 
have more strength to bear her pains than if she lay other- 
wise... .” Soranus of Ephesus (circa 110 a.p.) described 
his obstetric chair, and in 1513 a.p. the squatting posture 
was in vogue and the stool illustrated in Rosselyn’s Rosen- 
garten. It continued to be used until well into the nineteenth 
century. In the twentieth century the left lateral position was 
used and discarded by the gréat American obstetrician, 
Joseph de Lee, who stated his reasons for reverting to the 
dorsal posture. 

My investigations throughout the past few years show 
that the large majority of peoples of the world of all colours 
employ for delivery the squatting attitude, with the body 
weight taken either on the feet, knees, buttocks, or lower 
back. Exaggerated lithotomy and left lateral positions are 
employed for a relatively insignificant percentage of de- 
liveries in terms of world population. They are the result 
of short-sighted teaching of an unnatural position. Surely 
this galaxy of opinion favouring the dorsal attitude through- 
out the ages must have some foundation of good sense and 
purpose. There is ample evidence of this from obstetricians, 
midwives, and the women and mothers of our time who have 
experienced both methods adequately to enable them to 
arrive at a balanced conclusion.—I am, etc., 


Petersfield, Hants. GRANTLY Dick READ. 


Long Incubation Period in Leishmaniasis 


Sin,—Dr. W. H. Jopling has drawn attention (Journal, 
October 22, p. 1013) to the long incubation period which 
may elapse in kala-azar. An equally long interval may occur 
in leishmaniasis, although most textbooks on dermatology 
give an incubation period of weeks or months. 

A man seen in Dr. Forman’s clinic at Guy’s Hospital in 
1948, who had served with the Forces in North Africa and 
Italy until 1944, three years later developed on the dorsum 
of the right hand a typical dusky granuloma from which 
numerous Leishman-Donovan bodies were demonstrated.— 
I am, ete., 


London, W.1. P. A. J. Smith. 


Mental Defectives in Hospital 


Sir,—The writer of your leading article on this subject 
(Journal, October 1, p. 838) is guilty of complacency and 
shows lack of knowledge of the details of mental deficiency 
practice. Points of comparison between the article and 
practice as seen at Leavesden Hospital are given below. 
Leavesden is one of the largest institutions in England, com- 
prising over 2,300 beds, with an extra 250 beds extra- 
murally. Most of the patients are defective, although some 
are certified under the Lunacy Act. Patients are admitted 
from five surrounding counties and are of all ages and 
grades. 

In the experience of Leavesden, although local authority 
officers are for the most part “ experienced and knowledge- 
able” they frequently seem to lack an adequate psychiatric 
background. It is also worth pointing out here the evidence 
given by the British Psychological Society,’ in which the 
opinion is expressed that medical officers, particularly certi- 
fying officers, do not receive an adequate training in mental 
testing. In spite of being seen by two doctors and a 
magistrate prior to admission, an undue proportion, far 
from rare, of new patients are rejected on admission. As 
examples of this the following information was obtained 
from a survey of the last 100 long-stay male admissions: 


(1) Four patients were re-certified under the Lunacy Act and 
transferred to mental hospitals. In addition one patient was 
found to have no evidence of mental deficiency “ within the 
meaning of the Act” and was discharged from Order by the 
Board of Control. (2) Eight more patients were dull, normal 
persons of borderline defective level and had been certified 
because they presented a social problem rather than because they 
were mentally defective. Considerable controversy exists as to 
whether this type of case is adequately cared for in mental 
deficiency institutions. (3) A further fifteen patients had two 
conditions—for example, two suffered from G.PI., one, who 
had been under order for 40 years, was undiagnosed. Three more 
were frank schizophrenics, although considered suitable for de- 
tention under the Mental Deficiency Act. Five had severe 
personality changes—for example, due to fractured skull, 
dementia, etc. Hence the “rare” refusal to accept a patient 
comprised in this series outright rejection of 5% of recent admis- 
sions, a further 8% of borderline cases and 15% with an addi- 
tional complaint, which raised considerable doubts about their 
rightful place in a mental deficiency institution. 

The leading article states that new admissions must be seen 
by a consultant and that a consultant generally submits to the 
board the medical certificates required when an. order is due to 
be renewed. This is far from the case. Generally the only 
consultant is too engrossed with administrative responsibilities to 
do more than “ supervise ” this work, and no regulation specifies 
interview by a consultant. The work of seeing new admissions 
and submitting renewal certificates is, for the most part, carried - 
out by an S.H.M.O., but it is not uncommon for junior medical 
staff to perform this work—for example, medical officers qualified 
for less than eighteen months have submitted such certificates 
(not at Leavesden). This does not imply that the work is not 
done adequately, nor by specialists, but it is necessary to correct 
the erroneous impression given in the Journal that the work of 
submitting reports is done purely by mature men of consultant 
grade. 


The B.M.A. is not alone in recommending some form of 
voluntary admission to mental deficiency hospitals. This 
was recommended by the Board of Control and Ministry of 
Health,’ by the Royal Medical Psychological Association,* 
the Fountain Hospital Management Committee,‘ and the 
Confederation of Health Service Employees.’ Furthermore, 
in view of the fact that for 25 years voluntary admission 
to mental hospitals has been possible, surely such a scheme 
should have been recommended many years ago. Further 
evidence of the need for adequate psychiatric training of 
local authority workers and hospital medical staff is obtained 
by studying the last 300 male patients whose certificates 
expired recently. Of this group, 12% were psychotic, 3% 
were severely neurotic, and 7% had severe physical handi- 
caps such as deafness and blindness, iimiting contact: with- 
the outside world and interfering with intellectual develop- 
ment and educational attainments. Neurological disorders 
accounted for 21% of patients. Of this group those clinical 








1144 Nov. 5, 1955 


CORRESPONDENCE 





BRITISH 
ee 





forms of mental defic.ency, over-emphasized by paedia- 
tricians, comprised only 10% —namely, 20 mongols and 
9 microcephalics and cretins, 

There exists an unfortunate dichotomy in psychiatry by 
which some patients are classified as acute and others as 
defective. Furthermore, mental deficiency itself is divided 
into work done by the local authority and work performed 
by the mental deficiency hospitals. It is uncommon to find 
active psychiatrists in mental deficiency institutions doing 
psychiatric out-patient work, etc., on the same scale as it is 
done by mental hospital psychiatrists. The contact between 
local authority officers and institutional staff is impersonal 
and inadequate. The suggestion that diagnostic centres be 
formed* to improve diagnostic accuracy is not, therefore, 
surprising, considering the inadequacy of present facilities 
and staffing. Your annotation, therefore, although welcome 
from the topic point of view, is misleading and complacent. 

I am, etc., 

Watford. E. W. SHEPHERD. 
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Organization for Major Disasters 


Sir,—As almost the first person on the scene at the Wins- 
ford railway smash in 1948, one of the worst for loss of 
life, | was delighted when I found about two years ago that 
planning for the treatment of major-disasters was being 
organized on a national scale. Though no final decisions 
seem to have been taken, some suggestions I have heard 
worry me very much, in the light of vivid experience, and I 
make this criticism because the lessons from the Harrow 
disaster may not apply all over the country. The greatest 
fault is to try. to run the hospital accident service through 
regional hospital boards and hospital management com- 
mittees. They must, of course, come prominently into 
the picture, but major disasters—bus accidents, an aeroplane 
on a school, etc.—-may happen in sparsely populated areas 
which may be on the fringes of regional hospital board or 
hospital management committee areas, where hospital faci- 
lities are distant and hospitals relatively small. Yet it 
appears to be the policy of the Ministry to make hospital 
management committees primarily responsible for accidents 
in their area and to insist that the hospital shall send a 
prepared mobile surgical team to the scene of the disaster, 
and. furthermore, that the registrar or whoever is in charge 
of it shall take over medical direction of affairs on the 
spot. 

The provision of mobile surgical teams is most desirable, 
but it is not desirable that they should come from the 
nearest hospital, which will probably have to take the first 
brunt of admitting casualties. Any really large accident will 
tax the capacity of any but the largest hospital to the utmost, 
and to take from it surgeons and nurses cannot but weaken 
the organization available. With police radio everywhere 
available, it should be possible to rush in a surgical team or 
teams from a hospital rather further away. The few minutes’ 
delay will not make much difference, for general practitioners 
will already be at work, and from my experience their work 
is most valuable—it is the old fault of hospitals and the 
Ministry ignoring the help that G.P.s can give. 

It is also most desirable that some definite person should 
be in charge of the medical work, but I think that one of 
the registrar type is probably the worst choice that could 
be made. First of all, he will almost certainly have had 
experience only of hospital work, and casualty work is very 
different and requires decisions made on very different 
grounds. As the years pass it is more unlikely that he will 
even have had war experience, while many of the general 
practitioners whom he is trying to direct certainly will have 
the experience he lacks. It is more than likely that he will 


ae 
know nothing of the local geography and will have 
a hazy idea of the facilities available. This does not mea 
that a G.P. should be put in charge, for unfortunately G ps 
are getting more and more out of touch with hospitals, What 
is surely required is that a considerable number of faj 
senior surgeons should be designated as casualty officers for 
major disasters, with their areas well defined. Though their 
services may never be called for, yet when the disaster does 
occur their power of saving life and suffering will be great, 
It would be the duty of such a surgeon to make himself 
familiar with the physical and medical geography of his area, 
and, as far as possible, with the practitioners in it. 

Any effective service for a major disaster must be a com- 
bined service—hospitals, G.P.s, police, local authorities (fire, 
ambulance, etc.), often the M.O.H., voluntary services, and 
many others. It was because, as a county councillor, I knew 
personally the heads of the police and county services that ] 
was able, as a representative of the hospital management 
committee, after only two hours’ discussion to ensure that 
the police, ambulance, and fire services throughout Cheshire 
had detailed arrangements to deal with such a disaster nearly 
two years ago, and much of what I have written is the result 
of the helpful discussion we had then. Owing to its bureau- 
cratic structure, the hospital service is only getting ready 
to get ready after about two years’ discussion.—I am, etc., 


Winzasford, Cheshire W. N. Leak. 


The Painful Heel 


Sin,—With regard to the article, “ The Painful Heel,” by 
Mr. G. K. Rose (Journal, October 1, p. 831), I feel that the 
value of low dosage x-ray therapy should be mentioned. 
Radiotherapists are very occupied in treating malignant 
disease, but no doubt many have treated suitable cases of 
painful heel. As with osteoarthritis or skin disease, the 
exact mechanism of action is not completely understood, 
but the dosage required, and which is now considered safe 
to use, is of the same order. The value of therapy for 
chronic inflammatory conditions and for active keloid scar 
tissue is well known. Perhaps the action of successful radio- 
therapy in painful heel is explained by the above—that is, 
by its effect on low-grade inflammatory and fibrous tissue 
changes.—-I am, etc., 

London, W.1. ANTHONY GREEN. 


Neurosis in General Practice 


Sir,—Dr. John Fry VJournal, October 1, p. 853) and Dr. 
R. A. B. Rorie (Journal, October 15, p. 970) are both right, 
the first in warning us against overlooking the possible signi- 
ficance of an atypical physical symptom, and the latter in 
stating that the incidence of the major neuroses in general 
practice is comparatively low. 

However, the number of patients suffering from and con- 
sciously or unconsciously hoping to have an opportunity of 
discussing emotional conflicts and problems is comparatively 
high (over 30° in my practice in periods in which there is 
no epidemic). The frequency with which patients seek help 
for personal conflicts and anxieties, and their condition is 
recognized, depends on the same factors as does the diag- 
nosis of any illness—that is, (1) on the frequency of a par- 
ticular disorder ; (2) on the patient’s attitude to doctors in 
general, and in particular on whether he expects that his 
doctor can help him ; (3) on the doctor’s training and skill, 
and on his prejudices (which may make him diagnose a 
particular condition too often or too seldom); (4) on how 
much time the doctor can spend on any one case. 

The diagnosis of emotional disturbances is an art which 
caft only be learned gradually in the same way that a skilled 
clinician sets about to examine an abdomen. If I may carry 
the analogy further, one has to learn where and how far 
one should “ press,” and when to stop and to notice areas 
of resistance and pain. Without entering into a discussion 
as to which illnesses are psychosomatic and which are not, 
in my experierice it is often true that a patient will come 
for his physical condition (whether it is bronchitis or 
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constipation), but what he really wants to discuss is a personal 
problem. Patients consult us often for a physical illness, 
and psychological disturbances are diagnosed incidentally, 
just as a patient may consult us for a broken arm and an 
anaemia may be diagnosed incidentally. The diagnosis of 
one pathological condition does not, therefore, exclude the 
presence of another, and we must, I feel, avoid a too rigid 
“ either/or ” attitude. 

With regard to Dr. Rorie’s remark that a patient is no 
more neurotic because he attends with what seems to the 
doctor a trivial complaint than “the stoic who works on 
through illness and does not seek help,” I feel that the latter 
group of people is as much a legitimate object for study 
as the former. Such people may be stoics or dull or have a 
low opinion of the doctor’s knowledge and skill, but there 
are others who are severely anxious (perhaps because, 
rightly or wrongly, they feel they cannot afford to be ill), 
or their “ stoicism ” may be of such an extreme degree that 
it assumes a qualitatively different character and may have 
to be considered an early symptom of a psychosis or some 
other serious personality disorder.—I am, etc., 


Stockport. ALFRED MODEL. 


The Symptoms of Hiatus Hernia 


Sir,—The concept of the hiatus hernia has slowly devel- 
oped in popularity since its first description by a radiologist 
some 30 years ago. It remains to-day largely a radiological 
concept, and, despite the many recent contributions to the 
subject, the natural history of the condition is imperfectly, 
if at all, understood. In his painstaking analysis of 77 cases 
Dr. H. M. Leather (Journal, October 15, p. 934) is there- 
fore fully justified in accepting the convention of a radio- 


logical diagnosis. His conclusion that angina pectoris can. 


only be a rare feature of hiatus hernia is open to criticism. 
The statement may well be true, but we have not been pro- 
vided with the material for testing its validity. We are told, 
in effect, that of a number of patients examined radiologi- 
cally and found to have a hiatus hernia only one suffered the 
symptom of angina pectoris, and this was relieved by cor- 
recting the co-existent anaemia. The patients complained of 
various symptoms, mostly of a dyspeptic character, and it is 
reasonable to suppose that it was these dyspeptic and other 
symptoms which initially determined the course of events 
which led to an x-ray examination (the day of miniature 
mass barium swallow and meal has, fortunately, not yet 
dawned). To be able to conclude, as Dr. Leather does, 
that angina pectoris is but a rare feature of hiatus hernia, 
it would be necessary to know that a large number of 
sufferers from angina (the statisticians could tell us how 
many) had been examined radiologically and the lesion 
found in few, if any, of them. 

I am constrained to criticize this otherwise admirable 
contribution to the subject because its conclusion is the 
sort of statement so apt to be quoted in future articles and 
annotations, thus confusing the emergence, in the fullness 
of time, of a true clinical picture of this hernia in our midst. 
—I am, etc., 


Wolverhampton. J. V. S. ARLINGHAM Davies. 


Sir,—The absence of pulmonary symptoms in the series 
of patients with hiatus hernia described by Dr. H. M. Leather 
(Journal, October 15, p. 934) prompts the recording of the 
following two cases with nocturnal cough whose symptoms 
appeared to be due to this disorder. 


Case 1.—A retired draughtsman, aged 68 years, complained that 
for three years he had suffered with recurrent bouts of severe 
coughing at night, in some of which he had lost consciousness. 
He had an additional history of lower oesophageal heartburn, 
aggravated by recumbency and stooping, over the same period 
and a barium meal disclosed a small oesophago-gastric hernia 
with free reflux in the horizontal position. With appropriate 
medical treatment for his hernia he experienced a dramatic im- 
provement in his cough and the heartburn was also improved. 

Case 2.—A housewife, aged 71 years, was referred to hospital 
with a cough that had troubled her “ all her life,” but which was 


worse in bed at night, especially when she lay on her right side and 
also after stooping. The chronicity of her cough, and also the con- 
stancy of its characteristics, was confirmed by her recalling that, 
when in domestic service as a young woman, she had a cough 
which was worse when she scrubbed the floors and when in bed 
at night. Inquiry revealed that she had been a lifelong sufferer 
from heartburn and this had been a troublesome feature of 
her eieven pregnancies. The barium meal showed a small 
oesophago-gastric hernia and reflux in the horizontal position. 
When the cause af her cough was explained to her, this evoked 
no surprise, for “a Harley Street physician,” whom she had seen 
at the turn of the century, when in domestic service, had then 
diagnosed a “ constitutional stomach cough.” She had accepted 
this explanation throughout her Jife and the correctness of the 
diagnosis now appeared to be confirmed. 

Both patients have been followed for almost two years, 
and, as there has been no evidence to suggest an alternative 
cause for their cough, it seems justifiable to attribute their 
coughs to regurgitation of gastric contents comparable to 
the aspiration of oesophageal contents, a subject which has 
been well reviewed by Belcher.' That the cough is due to 
reflux and not to the hiatal hernia itself is suggested by 
the observation of the symptom of nocturnal cough in three 
other patients with gastro-oesophageal reflux but no hernia, 
though in none of these was the symptom a troublesome 
one nor a presenting feature of their illness. Since gastro- 
oesophageal reflux and oesophago-gastric hernias may well 
be termed constitutional disorders, the associated nocturnal 
cough is aptly termed a “ constitutional stomach cough.” 

As Dr. Leather’s article implies, pulmonary symptoms are 
infrequent in cases of hiatal hernia, but through their size 
they may cause dyspnoea or cough, and the associated 
gastro-oesophageal reflux in oesophago-gastric hernias may 
cause a cough which is troublesome at night. While the 
purpose of this letter is to draw attention to this association, 
it is appropriate to conclude with Dr. Avery Jones's’ 
reminder that the demonstration of a hiatus hernia is not 
necessarily the cause of the symptoms of which the patient 
is complaining, and that other more frequent causes of 
nocturnal cough must first be considered before the diag- ° 
nosis can be accepted.—I am, etc., 


London, S.E.1. A. Batty SHAW. 


REFERENCES 
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Treatment of Simple Rib Fracture 


Sir,—I fail to see why Dr. Michael S. Sanders (Journal, 
October 15, p. 970) would not inject a fractured rib before 
referring the case for an x-ray (if he considered it neces- 
sary). Surely it could never be maintained in a court of 
law that an intramuscular needle had caused a fracture. 

As Mr. H. D. W. Powell (Journal, October 1, p. 829) 
points out, “local” injection gives immediate relief to the 
patient who is suffering great discomfort. A couple of 
minutes spent in explaining the situation to the patient is 
better spent than in writing a note to the casualty depart- 
ment. Regarding Mr. Powell’s suggestion that medical 
students should be taught the injection technique as a 
routine procedure, this is indeed the case at Leeds General 
Infirmary, where it was introduced several years ago by Mr. 
Maurice Ellis, surgeon in charge of the receiving room.— 

I am, ete., 


Horsforth, Yorks: M. DALEs. 


Adenomatosis of the Islets of Langerhans 


Sir,—Dr. E. R. Bickerstaff and his co-authors (Journal, 
October 22, p. 997) have recorded a most unusual case of 
spontaneous hypoglycaemia due to islet-cell adenomatosis. 
It would be interesting to know whether the possibility of 
multiple endocrine adenomas was considered or excluded in 
their case. ; 

The existence of pituitary tumour ‘slet-cell adenomas and 
parathyroid tumours, or any combination of any two of 
these conditions, in the same patient constitutes a rare 
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syndrome which has been well reviewed by Underdahl, Wool- 
ner, and Black.’ These authors collected fourteen such cases 
from the literature, and added eight cases of their own 
from the Mayo Clinic. Multiple parathyroid tumours were 
present in all their cases, pituitary tumours in four, and 
multiple islet-cell adenomas or islet-cell adenomatos:s in 
five. In their series there were two cases of islet-cell 
adenomatosis, The first of these cases presented with typical 
hypoglycaemia attacks, and although there was no clinical 
evidence of hyperparathyroidism its existence was suggested 
by biochemical investigation. The former condition was 
treated successfully by resection of the distal half of the 
pancreas, histological examination of which demonstrated 
multiple adenomas and diffuse islet-ce'l adenomatosis. A 
parathyroid adenoma was removed at a subsequent opera- 
tion. The second example occurred in a patient who 
presented clinical evidence of pituitary tumour and died 
following a gastrv-intestinal operation. Necropsy revealed 
adenomatosis of the islets of Langerhans, multip!e para- 
thyroid adenomas, and a chromophobe adenoma of the 
pituitary. 

The significant point is that in the first case of islet- 
cell adenomatosis quoted above, and in other cases of their 
series, parathyroid disease was f ud either fortuitously or 
because it was suspected owing to the presence of associated 
pancreatic disease. These authors advised that the demon- 
stration of multiple tumours or adenomatosis in either 
pancreas or parathyroid indicated the necessity for an 
investigation of hyperfunction of the other, and a search for 
an intrasellar tumour as well.—I am, etc., 


Peterborough. B. C. ROWLANDs. 
REFERENCE 
* Underdahl, L. O., Woolner, L. B., and Black, B. M., J. clin. Endocr., 


1953, 13, 20. 


Premenstrual Varicose Veins 


Sir,—Dr. Stanley Rivlin in his letter (Journal, October 22. 
p. 1030) unfortunately has made the all too common mistake 
of muddling pregnanediol excretion with progesterone pro- 
duction. Best and Taylor’ refer to the former and not the 
latter ; indeed, ten pages later they state, ““ The cessation of 
progestin production, coincides with or immediately precedes 
the menstrual flow.” If only Dr. Rivlin had extended his 
study a little further he would have found an excellent 
discussion of this subject in the textbook of Bell, Davidson, 
and Scarborough,* where it is stressed that progesterone 
production and pregnanediol excretion may not be directly 
related. Hooker and Forbes*® have attempted to measure 
plasma progesterone, and later Forbes‘ found that pro- 
gesterone did not usually disappear from the blood until 
after the onset of menses. There is thus at present no indi- 
cation for changing the accepted views on plasma pro- 
gesterone levels in the menstrual cycle—I am, eic., 


London, W.C.2. J. LEE. 
REFERENCES 
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Dextrocardia, Situs Inversus, and Twinning 


Sir,—I read with much interest the paper by Dr. J. C. 
Joyce (Journal, October 15, p. 950), in which he draws atten- 
tion to a strong family history of twinning in four cases of 
dextrocardia and situs inversus. Surely the most probable 
explanation of this striking association is that these indi- 
viduals were in fact the surviving members of pairs of 
monovular twins, in which the other member had been 
‘b'ighted in early pregnancy and had either been absorbed 
or else passed at the delivery of the more fortunate co- 
twin. It would be interesting to know if the birth records 
provided any evidence of this. 

Dr. Joyce discards the hypothesis that mirror-image 
twinning is responsible for dextrocardia and situs inversus 





on the grounds that, if this were so, these conditions would 
be much more common. Mirror-image twinning is not 
common, however, and when present is often incomplete, 
That it can result from late splitting of the ovum (when 
axial development has proceeded to differentiation into rj 
and left halves) has been shown experimentally by Stockard! 
who was able to produce twinning and other abnormalities 
by subjecting the ovum of the minnow to retarding stimuli 
at various developmental stages. 

It seems probable that late splitting of the human ovym 
is a more inefficient twinning mechanism than the earhier 
division .which results in the common true identical twins, 
Placental circulatory anomalies are more likely to occur, 
resulting in the blighting of one twin. The chances of 
monoamniotic twinning is increased with its known high 
foetal mortality. Occasionally conjoined twins are the 
result. If, therefore, dextrocardia and situs inversus are 
the result of mirror-image twinning, their relative infre- 
quency among the general population is not remarkable. 
—I am, etc., 

Stoke-on-Trent. D. B. WuitEHouse. 
REFERENCE 
! Stockard, C. R., Amer. J. Anat., 1920, 28, 115. 


Acute Phiegmonous Caecitis 


Sir,—I was interested to read the report of Mr. F. Baar 
(Journal, October 15, p. 948). It put me in mind of a case 
I have described as an acute phlegmonous enteritis’ that 
could be considered as a diffuse acute phlegmonous caecitis, 

When describing this I suggested that the first recorded 
description of such a case was by von Rokitansky’ in 1842 
when he termed the condition enteritis submucosa suppura- 
tiva. The subject was well reviewed by Clark and Wright* 
in 1937 when they divided the cases into two groups: the 
first and commonest affecting the duodenum, jejunum, and 
ileum, and the second and rarer group affecting the caecum 
and colon. This dichotomy, with the additional division 
into diffuse and circumscribed, would seem to describe a 
general phlegmonous condition that can affect any part of 
the intestinal tract, and there would seem to me no goed 
reason for not including the stomach in this concept. 

The exact relationship between these phlegmonous condi- 
tions and the acute stage of Crohn’s disease is as yet uncer- 
tain, though some authorities consider it close. That the 
two conditions may in fact really be the same thing is sug- 
gested by Romanis and Mitchiner.‘“—I am, etc., 


London, S.W.1. A. A. BARTHOLOMEW. 
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Quality of New Cars 


Sir,—I was extremely interested to read your comments 
on the Motor Show. No amount of chromium plating or 
zebra-skin upholstery can disguise the fact that many cars 
are unsatisfactorily inspected before delivery. 

After the last Motor Show I purchased a new de luxe 
saloon car. During the first six months the following parts 
were replaced: water pump, distributor, speedometer cable, 
rear shock absorbers, pistons, boot lock, and radio valve. 
The following parts needed attention: fan belt, tappets, 
exhaust system, and ventilator control, apart from tracing 
sundry rattles and squeaks. As your correspondent says, 
these flaws are a cause of extreme irritation to one who can 
ill spare the time to have them rectified. Although the new 
parts are supplied free under guarantee, one has, of course, 
to pay for the labour involved in fitting them. 

It is reassuring to read that manufacturers are to improve 
their inspections in future.—I am, etc., 


London, E.1. Puivip JAcoss. 
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W. H. COLDWELL, M.B., F.F.R. 


Dr. W. H. Coldwell, consulting radiologist to West- 
minster Hospital, died in the hospital on October 21 
at the age of 63. 

Walter Herbert Coldwell was born on September 17, 
1892, the son of the late Mr. W. A. Coldwell, who was 
himself one of the early workers in roentgenology and 
who suffered from severe after-effects of exposure to 
unscreened x rays. From Christ’s Hospital he went on 
to study medicine at King’s College and Westminster 
Hospital, qualifying in 1916. After service in the Royal 
Navy from 1916 to 1919 in the first world war, he 
returned to civilian life and took the London degrees 
of M.B., B.S. in 1920. By this time he had become 
interested in radiology, and in 1921 he was one of the 
first to take the then new Diploma in Radiology and 
Electrology granted by the University of Cambridge. In 
1922 he was appointed one of two radiologists to the 
Royal National Orthopaedic Hospital, and in 1923 he 
was elected to the staff of Westminster Hospital. Heré, 
owing to the death of Dr. E. S. Worrall, he was soon 
promoted to the senior staff, a member of which he 
remained until his resignation under a 20-year rule in 
1945. He became a founder Fellow of the Faculty of 
Radiologists in 1939. He served in the Emergency Medi- 
cal Service during the second world war, and was 
appointed consultant in radiology to the Royal Air 
Force. In addition to these activities, a busy private 
practice occupied a large part of his time, but he had 
to give up all work on account of ill-health in 1953. 


Dr. PETER KERLEY writes: Dr. W. H. Coldwell was my 
chief at Westminster Hospital for 19 years, a period which 
saw revolutionary changes in every branch of diagnostic 
radiology. Together we graduated from the coil and gas 
tube to the high kV transformer and*the rotating anode 
tube, and together we saw the introduction of.every opaque 


medium except barium. He was a superb craftsman, and I . 


doubt if any of the early radiologists ever attained his skill 
in the tuning of the temperamental gas tube. Although his 
greatest achievements were in the technical field, his handling 
of patients was always that of a careful and kindly physician, 
and their confidence in his ability was never misplaced. He 
loved his hospital and his work, and I think often regretted 
the demands made on his time by the large private practice 
left him by his father. Although we were poles apart in 
temperament and he often winced at my impetuosity there 
was never a cross word between us during our long associa- 
tion. One could not have wished for a more loyal and 
considerate chief. 

A co!league writes: Coldwell’s reputation as a radiologist 
was due in part to the excellence of his radiography and in 
part to his knowledge of pathology, which was always in 
evidence in explaining abnormal shadows and which formed 
the basis of his opinion. This. opinion, often given with a 
degree of diffidence, nevertheless commanded the respect of 
his supporters: he had without doubt a flair for radio- 
diagnosis and his opinion was widely courted. His retiring 
disposition prevented him from seeking high office. He was 
never happier than when in the restful air of his beautiful 
garden at Moor Park, Northwood. 


J. McC. CALDWELL, M.B., D.P.H., D.T.M.&H. 


The death of Dr. I. McC. Caldwell, assistant director 
of medical services, Uganda, which occurred at the 
European Hospital, Kampala, on October 12, came as a 
great shock io his many friends. 


John McCormick Caldwell was born in 1914 and was 
educated at Dublin High School and at Dublin Univer- 
sity, where he graduated M.B., B.Ch. in 1937. Two 
years later he took the D.T.M.&H. at Liverpool Uni- 
versity and, in 1947, the D.P.H. at London Univer- 
sity. Caldwell was appointed to the Colonial Medical 
Service in 1939 and since then had gained for himself 


an outstanding reputation in general medical adminis- - 


tration and as a public health worker. He had a very 
strong personality, and his direct approach was one of 
the main characteristics which ensured his popularity 
among people of all races, both in social affairs and in 
his medical work. 

At the outbreak of the second world war Caldwell 
was seconded to the East African Forces and was twice 
mentioned in dispatches during active service in 
Abyssinia. On returning to Uganda as a medical officer, 
he worked in several districts, including Bunyoro, 
Acholi, Bugishu, and Bukedi, and in 1950 was promoted 
to the rank of senior medical officer. He gained a 
country-wide knowledge of public health problems and 
in particular of the medical and health needs of em- 
ployed persons when, as senior medical officer, he was 
attached to the Labour Department. From there he was 
promoted to the rank of assistant director of medical 
services in 1954, 

J. K. H. and A. M. M. W. write: The death of J. McC. 
Caldwell will be a very serious loss to the strength of the 
medical directorate in Uganda. Not only was he an inde- 
fatigable worker but his wide knowledge of the country and 
its particular problems was an immense asset in his work. 
He had many outside interests, and it was indicative of his 
remarkable reserve of energy that he managed not only to 
undertake successfully work with the St. John Ambulance 
Association and the European Civil Servants’ Association, 
and to be a prominent freemason, but also to take an active 
part in the affairs of the Uganda Branch of the British Medi- 
cal Association. He was president of the Branch this year, 
and his knowledge and experience will be very much missed 
at the present time when plans for the future development 
of medical services and medical practice in Uganda are being 
examined by both political and professional bodies. He 
leaves a widow, and two, daughters still at school, and to 
them and to other members of his family we offer our 
sincere sympathy. 


EMIL FEER, M.D. 


Professor Emil Feer, the distinguished Swiss paedia- 
trician, died in Zurich on October 22 aged 91. He was 
born in Aarau on March 5, 1864, and studied medicine 
at Basle, Munich, Heidelberg, and Vienna, graduating 
at Basle in 1889. After holding a post at the children’s 
hospital there, he practised as a specialist in paediatrics. 
In 1907 he was appointed professor of paediatrics and 
director of the children’s clinic at Heidelberg. Four 
years later he returned to Switzerland to take the chair 
of paediatrics at Zurich, a post which he occupied until 
1929, when the increasing demands of his practice caused 
him to resign. His many published works include a 
textbook of paediatrics, which reached its tenth edition 
in 1930 and was translated into English, and a volume 
on the diagnosis of diseases of children, which was trans- 
lated into English, Italian, Russian, and Spanish, and 
reached a fourth edition in 1931. He was for many 
years editor of the Jahrbuch fiir Kinderheilkunde. 
Although not the first to describe the disease which 
later came to be known as infantile acrodynia, or pink 
disease, he published in 1923 an early account of this 
disorder, which consequently has sometimes been 
referred to as “Feer’s disease.” 
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The sudden death of Dr. A. C. B. McCMurtrie on Sep- 
tember 4 while on holiday at North Berwick came as a 
shock to his friends and colleagues. He was 72 years of age. 
Alexander Church Brodie McMurtrie was born on May 12, 
1883, his father being the Very Rev. John McMurtrie, a 
former Moderator of the Church of Scotland. After graduat- 
ing M.B., Ch.B. in 1906 at Edinburgh University, where he 
was a brilliant student and senior president of the Medical 
Society, he was a resident house-surgeon at Edinburgh Royal 
Infirmary and house-physician at Paddington Green Child- 
ren’s Hospital, before taking up general practice for a short 
time at Dunfermline with the late Dr. Allan Tuke. In 1907 
he obtained the D.P.H. of the Scottish Royal Colleges ; he 
was elected F.R.C.S.Ed. in 1909; and in the following year 
he proceeded to the M.D. On the outbreak of the first 
world war in 1914 he at once joined the R.A.M.C. and for a 
time was medical officer to “The Dandy 9th,” the 9th 
battalion of the Royal Scots, with the famous 5ist Highland 
Division. He attained the rank of major, and for his war 
services was awarded the Military Cross in 1918. He was 
also mentioned in dispatches. On leaving the Army he did 
not return to general practice, but became assistant medical 
officer of health to the Cumberland County Council, being 
responsible for the venereal diseases service in the county. 
He retired in 1948. He was of a retiring disposition, but his 
gentle manner inspired confidence. He will be much missed. 
Nothing was too much trouble to him, and he was very 
highly thought of by his patients and colleagues. In his 
retirement he was fortunate in having plenty of hobbies, 
being a keen gardener, painter, and carpenter. He is sur- 
vived by his widow and two daughters.—A. G. M. 


Group Captain ALEXANDER Dickson died suddenly at 
Inverness on September 13 at the age of 58. Alexander 
Dickson was born on April 15, 1897, and was.educated at 
George Watson's College,- Edinburgh, and at Edinburgh 
University. He served in Mesopotamia and India in the 
first world war, being commissioned in the Royal Field 
Artillery in 1915. Later, he obtained his “ wings” and 
transferred to the Royal Flying Corps, being stationed in 
South Russia until the end of the war. On return to civilian 
life he studied medicine at Edinburgh and graduated M.B., 
Ch.B. in 1923. He then held resident posts at Stafford 
Royal Infirmary, re-entering the Royal Air Force with a 
permanent commission in 1925. After service in stations at 
home .and in Iraq and India he returned to the R.A.F. 
Hospital, Halton, in 1930. In the following year he obtained 
the F.R.C.S.Ed. and went back to Iraq as surgeon to the 
R.A.F. Hospital, Hinaidi. He came back to England again 
in 1934 as a squadron leader and was employed at Halton 
as a surgical specialist. In 1937 he was posted to Iraq as 
wing commander in charge of surgery at Habbaniyah. On 
his return in 1940 he went to the headquarters of Training 
Command, and from there was placed in charge of a new 
hospital at Weeton, Lancashire. In 1942 he was appointed 
officer commanding the R.A.F. Officers’ Hospital at Torquay, 
with the rank of group captain. After the destruction of 
the hospital by enemy action he opened the new hospital at 
Cleveleys, Lancashire, where he was in command until 1945. 
He then saw further service in Palestine and Egypt, return- 
ing in 1948 to become principal. medical officer of No. 24 
Group, an appointment he held until 1950, when he went 
as principal medical officer to Coastal Command, with head- 
quarters at Northwood. He retired from the R.A.F. in 1953. 
Later in that year he was appointed deputy superintendent 
of the Inverness group of hospitals, with headquarters at 
Raigmore Hospital. Group Captain Dickson is survived by 
his widow and two daughters.—A. J.C. H. 


Dr. E. A. Ross, honorary consulting pathologist to the 
Royal Hampshire County Hospital, Winchester, died at his 
. home at Uplyme, near Lyme Regis, on October 15 at the 
age of 80. Ernest Athole Ross was born in London on 
September 4, 1875, and was educated at St. Paul’s School, 
Trinity College, Cambridge, and St. Thomas’s Hospital. 








Graduating M.B., B.Chir. in 1903, he proceeded to the M.D, 
in 1906 and took the M.R.C.P. in 1907. After graduation 
he held the appointment of house-physician at St. Thomas's 
Hospital and from 1908 to 1911 a research fellowship of 
the Salters’ Company. At this time he contributed 
articles to the medical literature, and carried out important 
early work on the detoxication of autogenous vaccines jp 
association with the late Professor L. S. Dudgeon. From 
1911 to 1919 he was pathologist to the East London Hos. 
pital for Children. In 1920 he was appointed honorary 
clinical pathologist to the Royal Hampshire County Hospital, 
Winchester, and started the first pathological laboratory at 
the hospital. Clinical pathology was then in its infancy, 
and Dr. Ross was one of the pioneers. In addition to his 
scholastic attainments, he was held in high regard and respect, 
and as a member of the management committee devoted 
much of his time to the general running of the hospital, 
Here his genial temperament and great sense of humour were 
invaluable, and he was one of the founders of the Winchester 
hospital contributory scheme, one of the first of such 
schemes to be started in the south of England. Dr. Ross 
had wide interests, being a mathematician of great ability, 
He was also in his younger days an excellent rifle shot and 
a member of the Hertfordshire “Twenty.” He retired 
because of ill-health shortly before the second world war, 
and is survived by his widow, two sons, and two daughters. — 
€. H. W. 


Dr. Cart RICHARD Moore, professor of zoology in the 
University of Chicago since 1928, died in Chicago on Octo- 
ber 16 at the age of 62. He was an authority on the 
biology of sex and a pioneer in the study of hormonal 
control of reproduction, He graduated M.Sc. in 1914 at 
Drury College, Springfield, Mo., and his appointment as 
assistant in the zoological department of the University of 
Chicago in the same year was the beginning of an associa- 
tion with that institution which lasted for the rest of his 
life. He was successively associate in zoology, instructor, 
assistant professor, associate professor, and full professor. 
From 1914 to 1916 he spent his summers on postgraduate 
work at the Marine Biological Laboratory, Wood’s Hole, 
and from. 1926 was a member of the editorial board of its 
Biological Bulletin.. With Gallagher and Koch he was the 
first to obtain a potent testicular extract containing testo- 
sterone (1929), and with them gave the first detailed account 
of the capon-comb test. Ten years ago he was president 
of the Association for the Study of Internal Secretions. 


Dr. Percy E. Turner, founder of the Catherine Booth 
Hospital, Nagercoil, South India, and for many years chief 
medical officer of the Salvation Army, died on October 19, 
at the age of 85. Percy Edward Turner was born 
in London on March 10, 1870, and was educated at Hurst- 
pierpoint College and at St. Bartholomew’s Hospital. He 
qualified M.R.C.S., L.R.C.P. in 1893, and was awarded the 
Brackenbury scholarship in medicine in the following year. 
Brought up in the Church of England, he was attracted by 
the teaching of the Salvation Army while a student, and 
joined the movement, then in its early days. On qualifying, 
he entered the Salvation Army Training College for Officers, 
and thereafter for a few years commanded corps in Dart- 
ford, Forest Hill, and Lewisham. The opportunity then 
arose to take a pioneering part in developing the medical 
missionary work of the Salvation Army. Deciding that 
before accepting responsibility for such work he ought to 
obtain further professional qualifications, he took 4 
medical appointment while he matriculated at Durham 
University, and then at successive intervals of six months 
took the first, second, and final M.B., B.S, examinations, 
completing them in 1898. He was awarded the Luke Arm- 
strong scholarship in comparative pathology in 1898, and 
the Stephen Scott scholarship in surgery in 1899. He also 
took the Oxford D.P.H. in 1899. In 1900 Turner left for 
India and began the transformation of a dispensary into a 
general hospital—the Catherine Booth Hospital, Nagercoil, 
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Travancore Later, branch hospitals were opened and 
placed in charge of Indian doctors, trained by him in a 
ane years’ course, with a final qualification in medicine 
which was recognized by the then Government of Travan- 
core, where at that time there was no medical college. 
During his first furlough in 1909 he proceeded to the M.D. 
It was not until 1923 that he finally left India, having built 
up a large and flourishing medical centre which still has an 
enviable reputation, After his return to England Turner 
continued with the Salvation Army as chief medical officer 
at the International Headquarters in London until his 
retirement in 1937. He placed great importance on the 
medical examinations of those about to make the Salvation 
Army their vocation and those chosen for missionary work. 
Becoming much aware of the need for the application of 
psychological medicine in his work, he was for a time a 
clinical assistant at the Tavistock Clinic. He was the author 
of A Tropical Medicine Manual, a book specially prepared 
for the use of Salvation Army officers in the Tropics, the 
third edition of which was published in 1942 and a Supple- 
ment last year. He also wrote an account of enteric fever 
in South India, and in 1935 contributed a paper on “ Methy- 
lated Spirit Drinking” to the British Journal of Inebriety. 
He was a Fellow of the Institute of Public Health, a member 
of the British Medical Association for 60 years, an honorary 
life member of the St. John Ambulance Association, and a 
member of the Society for the Study of Addiction, and he 
represented the Salvation Army on the committee of the 
Medical Missionary Association, London, and on the Public 
Morality Council. His faith was simple but inspiring ; he 
was gentle, courteous and kind, and a true Christian gentle- 
man in the highest sense of the word. In 1902 Turner 
married Minnie Mayger, a nurse, who died in 1948. His 
only daughter died in 1952, and he is survived by his two 
sons, one of whom is in the medical profession.—A. E. S. 


Dr. G. K. Bowes, medical officer of health for Bedford 
since 1928, died at his home at Bedford on October 20 at 
the age of 64. Gerald Kessick Bowes, who was born on 
December 4, 1890, had a brilliant scholastic record. At 
Epsom College he won the Da Silva scholarship in 1909. 
In the same year he entered Christ Church, Oxford, with 
an open scholarship in science, and in 1913 graduated B.A.., 
with first-class honours in the honour school of natural 
science (physiology). Awarded the Theodore Williams 
scholarship in physiology in 1912, he went on to St. Bartholo- 
mew’s Hospital in the following year with a senior scholar- 
ship in human anatomy and physiology, qualifying M.R.C.S., 
L.R.C.P. in 1915, and taking the Oxford degrees of B.M., 
B.Ch. in the following year. Obtaining the D.P.H. in 1919, 
he was elected a Member of the Royal College of Physi- 
cians of London in 1920, and proceeded to the D.M. in 
1921. After qualification he held the appointments of 
house-physician at Bart’s and at the Brompton Hospital, 
and assistant medical officer at the Western Hospital for 
Infectious Diseases. He then served as a dresser at the 
Duchess of Westminster’s Hospital at Le Touquet, in France, 
and, from 1916 to 1919, as medical officer at the Ist London 
General Hospital during the first world war. After the war 
he held the appointment of assistant county medical officer 
and assistant school medical officer under the Wiltshire 
County Council from 1921 to 1924, when he became assistant 
medical officer of health for the city of Birmingham, In 
1928 he left Birmingham to become medical officer of health 
for Bedford. He entered into his new duties with enthusi- 
asm, and, during the 27 years he was medical officer, devoted 
particular attention to the health and welfare of the school- 
children of Bedford. It was while on a visit to a school 
that he collapsed, dying a few days later. Dr. Bowes was 
always a scholar, and he became a philosopher, in his later 
writings expressing his concern for the future of mankind, 
particularly in the Western Hemisphere. Such titles as 
“*Decline of the West’ in Actual Progress,” “Doom of 
Social Utopias.” and “ Declining Intelligence in Western 
Civilization,” all contributions to the Hibbert Journal, indi- 


cate his line of thought. He included similar warnings in 
his annua! reports, and although his views aroused disagree- 
ment they did nothing to cause the people of Bedford to 
doubt his integrity, and, indeed, only deepened the affection 
with which he was regarded by his colleagues and many 
others in the town, where he will be greatly missed. He 
leaves a widow and two sons. 


Dr. Frances A. WILLIAMS, deputy medical officer of 
health for Bedford, writes: I write this humble tribute to 
the late Dr. G. K. Bowes from a sense of deep gratitude 
for the privilege of having known and worked with him, 
and because I believe every member of his staff shares with 
me the desire to pay honour to the memory of our beloved 
chief. It is rare in any age to encounter in one man the 
combination of qualities which won for Dr. Bowes admira- 
tion, respect, and deep affection. He was a scholar, a 
thinker, a lover of poetry and mediaeval art ; he was an ex- 
tremely sound clinician, and his views were sought in many 
quarters ; he was an able administrator, and, if I may so 
express it, showed us the beauty of an orderly mind. Above 
all he was kind and courteous, and his delightful humour 
enabled him to deal leniently with the trials or folly that 
would exasperate many a lesser character: With all this he 
had the charm of true modesty. , Truly Bedford has suffered 
a grievous loss. We have just read Dr. Bowes’s last annual 
report, printed on the day before his death, and littie thought 
we should see no more of those honest, salty, and sometimes 
stinging conclusions we looked forward to so keenly. We, 
his friends, salute him. 





Medical Notes in Parliament 








BUDGET AND HOSPITAL EXPENDITURE 

The autumn Budget has plunged the House of Commons 
into violent controversy immediately on its reassembly after 
the summer recess. The curb which the Chancellor of the 
Exchequer has placed on local and national expenditure 
roused the Opposition to fierce anger, culminating in a 
bitter personal attack in which Mr. HuGH GaAlITSKELL 
charged him with framing the April Budget to meet elec- 
tioneering tactics. Mr. BUTLER let this pass with only a 
single comment, but on the following day (October 28), 
when Mr. HAROLD WILSON renewed the charge, with par- 
ticular reference to expenditure on hospitals, he was moved 
to protest strongly. 

Mr. BUTLER stated in his Budget speech (October 26) that 
public authorities were being asked to co-operate in restrain- 
ing both current and capital expenditure, and the English 
and Scottish Ministers were communicating with the hospi- 
tal boards in this sense. In the hospitals, as in the local 
authority services, they were not reducing the programmes 
that had already been announced ; but, subject to this, they 
were asking hospital boards tg ensure that only those works 
were undertaken that were of the most urgent and necessary 
character. ; 

Mr. Haro_tp WILSON, arguing that there was ample room for 
cuts in inessential building, took up this point. The building 
of petrol stations, pubs, and cinemas, he said, could go on, but 
council houses had to be cut; vast new motor showrooms could 
be built, but the hospitals had to be cut. 

Mr. BuTLER promptly denied this. ‘“*I have said that the 
hospital building programme is going on as announced. I have 
made no statement that the hospitals are to be cut.” 

Mr. WILSON retorted that the Chancellor had made it plain 
that hospital authorities were to be asked to review their capital 
expenditure. 

Mr. BuTLer.—I was referring to the hospital building - pro- 
gramme. No new hospitals have been built since the war. It 
is a source of pride that we have maintained our undertakings 
to maintain the education programme and also to start on the 
modest new hospital building programme. 

Mr. WiLtson.—If the Chancellor will give an assurance that 
there will be no cut in the National Health Service in capital 
expenditure and no cut in hospital building I will withdraw what 
I said. 
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Mr. BuTtLer.—I will adhere to the statement I made on July 26, 
and the statement in my Budget speech. The Minister of Health 
has communicated with the regional hospital boards about capital 
expenditure which is not of the first priority (Opposition cries of 
“ Ah”). Labour members need not be so amused about a man 
who attempts to stick, as I have done, to honest statements 
(Opposition laughter). It is high time we reverted to a little 
respect for each other’s personal honour (Ministerial cheers). 

Mr. Witson said the Chancellor was asking hospital boards to 
ensure that only those works were undertaken which were of 
most urgent and necessary character. 

Mr. BuTLerR.—The statement was that I was cutting back the 
hospital building programme, which is simply not true. Mr. 
Wilson and his friends ought to have a little more regard for 
decency and honesty. 


Minister’s Assurance 
The matter was taken a stage further at question time on 


October 31, when Dr. EpitH SUMMERSKILL (Warrington, _ 


Lab.) asked the Minister of Health, in view of the 
Chancellor’s statement, for an assurance that there would 
be no modification in any degree of the hospital building 
programme. 

Mr. Macteop.—The Chancellor of the Exchequer has 
been subject to a good deal of misrepresentation on this 
matter. I should like Members to be clear about the hos- 
pital position. I announced the programme for the three 
years 1956-8 in two statements, one in February and one 
in Juiy.* That programme stands—every hospital, every 
ward, every bed of it (Ministerial cheers)—and I am deeply 
grateful to the Chancellor that he has been able to keep 
the green light fixed on the programme. There are other 
programmes of the regional boards. We are now going 
into a period of building twice as much as the Socialists 
undertook. I have therefore thought it right to write to 
all chairmen and assure tiem that the allocations are not 
being cut, nor is there any change in the special undertaking 
in regard to the Whitley awards. !n view of the Chancellor's 
decision I regard it as the duty of al! of us to do everything 
we can to see the moneys available are not being wasted. 


Handicapped Children 


Mr. C. Royte (Salford, West, Lab.) suggested to the 
Minister of Education on October 27 that he should negoti- 
ate with the managers of approved schools that were being 
closed so as to provide accommodation for maladjusted 
children. Mr. DENNIS VospeR, the Parliamentary Secre- 
tary, said that if any of these buildings appeared to be suit- 
able as special schools for maladjusted or other handicapped 
children for whom places were needed the Minister would 
urge local authorities to use them. Six such cases were being 
investigated, and in a seventh the school managers and the 
local authority were already negotiating. 

Mr. Vosper informed Mr, Eric JoHNsON (Manchester, 
Blackley, Con.) that, excluding replacements, 11 new special 
schools had been opened so far this year. None of these 
was specifically for physically handicapped children. He 
said in answer to Mr. G. Tuomas (Cardiff, West, Lab.) that 
several schools for spastics were in the current programmes, 
and by 1958 there should be no need for any spastic child 
to be left out of a special school. Mr. JoHNSON asked if 
it was the Ministry’s policy to d scourage special residential 
schools. for spastics only, and to group them with other 
handicapped children. Mr. Vosper described .that as a 
rather large question. For the more severely handicapped 
spastic he was sure that the special spastic school was-the 
right answer, but for the less handicapped the ordinary 
school for the physically handicapped, he believed, would 
be adequate. Mr. VosPer stated in answer to Mr. M. 
STEWART (Fulham, Lab.) that last December local authori- 
ues reported that nearly 19,000 children were awaiting places 
in special schools, of whom over 12,000 were educationally 
subnormal, but the great majority of these children were 
receiving education, either in ordinary schools or at home. 


tt 


Homosexuality Inquiry 

Mr. KENNETH ROBINSON (St. Pancras, North, Lab.) asked 
the Home Secretary on October 27 when he expected to 
receive the report of the committee inquiring into the Jaw 
relating to homosexuality and prostitution. Major G. 
Lioyp-GeorGE said he understood that the committee was 
likely to be occupied for at least another two months ip 
hearing evidence, and it was not yet possible to say when it 
would be able to present its report. 


Medicines for Private Patients 


Sir IAN FRASER (Morecambe and Lonsdale, Con.) asked the 
Minister of Health on October 31 whether he would con- 
sider extending to patients of private doctors the power to 
obtain medicines and drugs at the same charge as under 
the National Health Service; and if he would give an 
estimate of what the cost of this change would be. Miss 
Pat Hornssy-SMITH, Parliamentary Secretary, stated that 
in present circumstances the Minister would not feel justified 
in proposing any legislation for this purpose. He was un- 
able to give a reliable estimate of what the proposed change 
would cost. Sir IAN FRAseR asked if the Minister would 
reconsider this. It was a good thing for a person to pay 
his doctor if he wanted to, but why should he be deprived 
of other facilities ? Miss HORNSBY-SMITH pointed out that 
this would raise legal difficulties, because it would require 
legislation ; financial difficulties, because it would cost 
money ; and administrative difficulties, because it would be 
necessary that the private doctors should be under the same 
rules as the Health Service doctors about prescribing. Dr, 
Epita SUMMERSKILL commented that to do this would be 
to give the private doctor powe: without responsibility, 


Visit to Sick Children 


Mr. IAIN MaAcLeop informed Mr. GERALD WILLIAMS (Ton- 
bridge, Con.) on October 31 that at the end of last year 506 
of the 1,362 hospitals adm'tting children had been allowing 
daily visiting. He proposed soon to send hospital authori- 
ties a further memorandum on the subject. The Minister 
added that he would do everything he could to encourage 
this, but it was a matter that must be left to those in charge 
of the hospitals, and not one in which he would issue an 
absolute direction. 


Drug Prices 


Mr. BLENKINSOP (Newcastle-upon-Tyne, East, Lab.) asked. 
the Minister of Health for a further report on the result 
of discussions regarding the cost of proprietary and non- 
proprietary drugs and appliances. Mr. MAcLeop stated on 
October 31 that discussions about the method of fixing the 
prices of proprietary preparations had continued. Pro- 
posals which had been framed by representatives of the 
industry had recently been revised by them in the light of 
these discussions, and he was examining in detail the revised 
proposals. With regard to standard drugs and the main 
types of surgical dressings, investigations of manufacturers’ 
costs and profits in both these fields were concluded earlier 
this year, and he was satisfied that there was at present no 
call for intervention by the Government. He understood 
that the manufacturers had further reduced the prices of 
many penicillin products by about 124%, of streptomycin 
products by about 15%, of “chloromycetin” products by 
24%, and of a number of hormone products by varying 


amounts ranging up to 50%. 





Lead Poisoning.—The Minister of Education is about to send 
a memorandum to local authorities offering advice on pre- 
venting the exposure of children and others to lead poisoning 
when engaged in glazing pottery. 

Therapeutic Substances.—A Bill to consolidate the Therapeutic 
Substances Act, 1925, and the Therapeutic Substances (Prevention 
of Misuse) Acts, 1947 to 1953, was introduced in the House of 
Lords on October 26. 
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FATAL OVERDOSE OF PENICILLIN 


The death of a 9-year-old boy from an overdose of penicil- 
lin was the subject of an inquest held at Ryde, Isle of 
Wight, on October 14. The child, John Woods, had been 
healthy until midday on September 17. He then vomited 
and was generally unwell. The following day he developed 
a headache, vomited bile, and took no food. He was 
admitted to the Royal Isle of Wight County Hospital, 
where the house-surgeon, Dr. F. R. F. Dibb, examined 
him after keeping him under observation until early even- 
ing. The examination showed that the child had photo- 
phobia and was unable to raise his head. Dr. Dibb reported 
to the duty surgeon, Mr. G. Walker, that the child had some 
irritation of the brain and nervous system. Mr. Walker 
suggested a lumbar puncture on the child, and ordered some 
penicillin to .be given intrathecally. Giving evidence, Dr. 
Dibb said that the lumbar puncture was performed at 9 p.m., 
and he asked Nurse Patricia Cunningham, a trainee nurse 
in charge of the ward, to prepare an injection of 100,000 
units of penicillin. Dr. Dibb explained that he did not 
check the amount, as was general medical routine, because 
he was anxious to inject quickly in case the child moved. 
Twenty minutes after he left the ward he was told the child 
was convuised and also had a breath-holding attack. Dr. 
J. H. Moseley, consultant paediatrician, was telephoned for 
advice. Nurse Cunningham, who had prepared the injection, 
told Dr. Dibb on his return to the ward that the syringe had 
contained 500,000 units. of penicillin. Mr. Walker was 
informed. - At 1.40 a.m. the child died. 

In her evidence Nurse Cunningham said she had been a 
trainee nurse since February, 1955. At the time she had no 
doubt about the quantity of penicillin Dr. Dibb had asked 
for. Later she heard Mr. Walker mention the 100,000 units 
to Dr. Dibb. She told the night nurse and then Dr. Dibb 
that she had given 500,000. It was the first time she had 
prepared an intrathecal injection, and only afterwards heard 
that it was customary to check them. Hospital regulations 
covered dangerous drugs; these did not apply to penicillin. 

The pathologist, Dr. P. D. Swinstead, said the cause of 
death was asphyxia due to convulsions, and that the con- 
vulsions were produced by intrathecal penicillin. The 
cerebrospinal fluid was normal, and no conclusion could 
be reached about the child’s primary illness. 

The coroner, Mr. J. V. Bullin, 
“death from misadventure.” The jury expressed the view 
that a fully qualified nurse should always be available for 
intrathecal injections. 


The following candidates have been approved at the examina- 
tions indicated : 


ACADEMIC POSTGRADUATE DIPLOMA IN CLINICAL PaTHOLOGy.—R. P. 
Agrawal, C. de V. Bevan, Ethel A. V. Brooks, I. Chanarin, P. J. Dawson, 
L. W. Duchen, J. C. B. Fenton, J. S. Gordon, M. U. Henry, T. P. S 
Mulligan, C. de S. Muthucumarana, J. Rusius, K. Shanmugaratnam, R. W. 
Snyder, P. J. Stevens, R. C. Taylor. 

EXTERNAL DipLOMA IN CLINICAL PaTHOLOGy.—R. R. Chaudhuri, Hla 
Thein, S. O. Waller, D. C. Watler. 


UNIVERSITY OF LIVERPOOL 
In Congregation on September 27 the following degrees were 
conferred : 


M.D.—J. Parkhouse. 
M.B., Ch.B.—R. B. Crosbie. 


The following candidates have been approved at the examina- 
tion indicated : 


Finat M.B., Cu.B.—Part I: 
Capey, P. S. Carter, R. P. Coates, R. 
R. F. Sowerby, P. Williams, W. C. 


A. Animashaun, P. Arrowsmith, Vera J. 
F. Davies, R. Dittman, J, O. Lavelle, 
Wooldridge. 


UNIVERSITY OF LEEDS 


The following candidates have been approved at the examina- 


tions indicated : 

M.D.—G. Holti, H. Miller, 

M.B., Cu.B.—M. t Akal, J. H. Binns, Muriel A. Boyd, M. H. Carr, 
> z. Godfrey, D. Hainsworth, F. R. Halmshaw, J. M. Hulme, J. B. 
Hunting, R. C. Laverick, A. L. Lawrence, T. C. E. Mbanefo, V. ‘3. Naiken, 
S. M. Rosen, W. Sawyer, D. C. Senior, Margaret J. D. Sturges, E. U. 
Ukpong, J. L. Wilkinson. 

DIPLOMA IN PsyYCHOLOGICAL Mepicine.—A. Aronson, E, P. Cadogan, 


Agnes D. Collins. 


ROYAL COLLEGE OF OBSTETRICIANS AND 
GY NAECOLOGISTS 


At a meeting of the Council of the College held on September 24, 
with the President, Sir Arthur Gemmell, in the chair, J. B. 
Fleming was admitted to the Fellowship. 

The following were admitted to the Membership: 

H. McK. G. Agnew, M. M. Baskin, L. Bhose, M. L. Bloom, A. G. B a. 
E. P. Campbell, Tuck Kwong Chong, Mary G. Coyle, J. A. Hol 
M. Konar, J. D. C. Lyons, J. MacVicar, Chiew ie Oon, Mary Phillips, 
I. Rocker, J. P. Roux, A. H. Rowson, S. Sacks, J. R Saunders, Muriel J. 
Scudamore, H. G. I. Shanks, C. D. Smith. R MCN. Thomson, R. F. 


Zacharin. 





Vital Statistics 





recorded a verdict of | 





Universities and Colleges 








UNIVERSITY OF OXFORD 


In Congreration on October 11 it was resolved to confer the 
degree of M.A. on Surgeon Rear-Admiral James Hamilton, C.B., 
C.B.E., Director of Postgraduate Medica! Studies. 

R. V. Coxon, M.D., D.Phil., F.R.C.S., Reader in Human 
Physiology in the University, has been elected to a Professorial 
Fellowship at Exeter College. 

In Congregation on October 13 the degree of B. M. was con- 
ferred on R. G. Bannister and D. Staig. 


UNIVERSITY OF ABERDEEN 
At a Graduation Ceremony held on October 26 the degree of 
M.D. was conferred, with honours, on N. S. Clark and A. D. 
Morgan. 

UNIVERSITY OF LONDON 
The following candidates at the London School of Hygiene and 
Tropical Medicine have been approved at the examination 
indicated : 

ACADEMIC POSTGRADUATE DiPLOMA IN PusLic HeattH.—C,. Cywinski, P. 

Nadarasa, M. I. Varkki 





Industrial Accidents and Diseases ‘i 
The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in September was 136, 
compared with 112 (revised figure) in the previous month 
and 146 in September, 1954. 

The numbers of cases of industrial diseases in the United 
Kingdom reported during September, 1955, were as follows: 
lead poisoning 10, aniline poisoning 1, mercurial poisoning 
1, phosphorus poisoning 2, epitheliomatous ulceration 18, 
chrome ulceration 11; total 43. There was one death due 
to epitheliomatous ulceration from mineral oil.—Ministry 
of Labour Gazette, October, 1955. 


Poliomyelitis 


In the week ending October 22 the total number of cases 
of acute poliomyelitis in England and Wales decreased by 19, 
though the paralytic cases increased by 21. The figures for 
the week (with those for the previous week in parentheses) 
were: paralytic 210 (189), non-paralytic 137 (177), total 
347 (366). Deaths in the great towns numbered 10. Notifica- 
tions from the beginning of the year up to October 22 num- 
bered 5,701. In 1947 and 1950, the only two years in which 
they have been more ‘numerous, they numbered 7,747 and 
7,304 respectively. 

The incidence of the disease increased in the north-midland 
and south-western regions, and the East and West Ridings. 
It decreased in the northern, eastern, London and south- 
eastern, southern, and midland regions and in Wales; no 
change was recorded in the north-western region. The 
following districts have had particularly high rates to date 
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(figures are for cases notified up to October 22, with rates 
per 100,090 population in parentheses) : Mexborough U.D 
22 (115.7), Barnsley C.B. 79 (105.5), Willesden M.B. 166 
(93,5), Cheshunt U.D. 21 (82.8), Hoyland Nether U.D. 13 
(81.9), Walton and Weybridge U.D. 31 (77.1). 

In Scotland 48 cases were notified, the same number as in 
the previous week (not 448 as erroneously printed). 31 of 
them were reported from Glasgow, 4 more than in the pre- 
vious week, and 1! more than in the week before that. 


Venereal Diseases 

In England and Wales during the quarter ending June 30, 
1955, 1,220 new cases of syphilis were reported as attending 
the clinics. Of these, 212 were classified as primary, 
secondary, or latent in the first year of infection. 12 cases 
of congenital syphilis in children aged under 1 year were 
reported, and 140 cases in persons over that age. New cases 
of gonorrhoea numbered 4,291, of chancroid 85, and of non- 
gonococcal urethritis (males only) 3,629.—Monthly' Bulletin 
of the Ministry of Health, October, 1955. 


Week Ending October 22 
The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 767, whoop- 
ing-cough 817, diphtheria 13, measles 2,116, acute pneu- 
monia 304, acute poliomyelitis 347, dysentery 523, para- 
, 


typhoid fever 17, and typhoid fever 2. 


Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1946-54 are shown thus ------ , the figures for 
1955 thus ————-. Except for the curves showing notifica- 
tions in 1955, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Infectious Diseases 


A rise in the incidence of infectious diseases occurred in 
England and Wales during the week ending October 15. 
The rises in notifications included 353 for measles, from 
1,397 to 1,750, 152 for food-poisoning, from 204 to 356, 
102 for dysentery, from 475 to 577, and 63 for scarlet fever, 
from 666 to 729. 

A small rise in the incidence of measles occurred through- 
out the country, but most of the rise was contributed by 
Wales, where the number of notifications increased from 
411 to 612. The largest rise was 97 in Glamorganshire, from 
187 to 284. 817 cases of whooping-cough were notified, 
being 15 more than in the preceding week. Only small 
fluctuations occurred in the local trends of whooping-cough 
and scarlet fever. 8 cases of diphtheria were notified, 2 
more than in the preceding week. 

26 cases of paratyphoid fever, 15 fewer than in the pre- 
ceding week, were notified. The cases were sporadic and 
no outbreak of any size was recorded. 

The largest returns of dysentery were Lancashire 124 
(Liverpool C.B. 53, Haslingden M.B. 15, Manchester C.B. 
10), London 87 (Chelsea 14, Wandsworth .11), Warwick- 
shire 54 (Atherstone R.D. 26, Birmingham C.B. 20), York- 
shire West Riding 48 (Leeds C.B. 22, Huddersfield C.B. 
13), Durham 42 (South Shields C.B. 18), Southampton 
county 28 (Eastleigh M.B. 24), Sussex 22 (Shoreham-by-Sea 
U.D. 14), Staffordshire 22 (Newcastle-under-Lyme M.B. 11), 
and Middlesex 22. 

In Scotland 140 of the 218 cases of dysentery were notified 
in Glasgow. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending October 15 
(No. 41) and corresponding week 1954. 


Figures of cases are for the countries shown and London administrative 
-ounty. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. ; 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the: Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
















































































































































































CASES 1955 1954 
in Countries gigi £ -S id]. £ 
woatondon | 32/815 \2 (885/83 \z|8 
Diphtheria... s} 2]. 3) o 2) 13) 2) a9 
Dysentery ..-- | 577] 87| 218] 21) 4] S07] 46] 162) 3) 2 
Encephalitis, acute 6 (0 0} | oO 1 
Enteric fever: 
Frretyphoid is 26 ; 0 oo 9 i138) . 
Food-poisoning .. | 356) 19) 0 270} 25 1 
5 og 
2 years “a 23} 50 15} 22 
Messies* .. .. | 1,750| 41) 22) 46) 35] 2,801] 185] 376) 68| 110 
Meningococcalinfec-) J of a} 2} af oa st ot ot 
a ek a} i} S| 
Pneumoniat -. | 340) 17) 144) 2 345] 20) 139) 1) 1 
Poliomyelitis, acute: 
Raralytic ic 2 | tn ase] 4 SL ot p25) 3) 2 
Puerperal fevers... | 278] 38 141 0} | 263) 37) 12) 1 
Scarlet fever ~ | 729} 58] 104) 27| 35] 777] 55] 140] 2s] 23 
“Waleee .. | 663) 66) 109) 27 736} 91) 131] 19 
Non-respiratory. . 72 3} 17, 4 991 8 25 3 
Whooping-cough . 817} 52] 47] 49] 76] 1,393] 80) 130) 19} 13 
anit 1955 1954 
in Great Towns pf El¢ £ : ef Ele & 2 
we | a 3 zi\m ar] 3 Z| 
Diphtheria . . oo oO 0 o} Of Of Of oO 
Dysentery .... oo | Oo 0 0 
Encephalitis, acute. . 0} 0 0 0 
Enteric fever oo oO 0 a3 o a oO o. 
Infective enteritis or 
wl sae dl 2a 
Influenza an: ee 0 4 0 
Measles .... o of Of eC o| 0 
— o| 0 . | 0 
Pneumonia a 171; 25) 13 7 64 158} 39) 20, 4 
Poliomyelitis, acute 5 1 0 0 
Scarlet fever ox oo 6OfC6€O}d«hCO oOo 68€6CUO 
—— . sot 3} § 2 2 1) 10) 4) 2 
Non-respiratory. . } { 1 1 oi } 65 { oOo} 13; OF 90 
Whooping-cough .. o oF oO Oo O 1), Oo} OF OF O 
Deaths 0-1 year .. | 196] 25} 29} 9} 12] 199) 22) 23] 7 4 
Deaths (excluding ; 
stillbirths) ". | 4,787] 713] $46] 105] 137] 4,804] 731] S04) 93] 145 
LIVE BIRTHS .. | 7,607|1141| 975| 198] 422] 7,709|1168| 855| 208] 387 
STILLBIRTHS ..| 197} 21} 21] | | 203) 2s] 22 





























* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Medical News 








Regius Chair of Clinical Surgery at Edinburgh.— 
Sir JAMES LEARMONTH has tendered his resignation from 
the Regius Chair of Clinical Surgery and the Chair of Sur- 
gery at Edinburgh. The Chairs will fall vacant next 
September. 


Mexican Currency for Eighth International Congress of 
Radielogy.—-The Treasury is willing to make an allocation 
of Mexican currency to a limited number of applicants who 
wish to attend the eighth International Congress of Radio- 
logy in Mexico City in July, 1956. The British delegation 
has been requested to collect the names of those interested 
and submit them to the Bank of England before individual 
applications for currency are sent in. Will those wishing to 
attend please forward their names to the Secretary, Faculty 
of Radiologists, 45, Lincoln’s Inn Fields, London, W.C.2, as 
soon as possible, as the registration fee must be paid before 
the end of the year. 


First Crookshank Lecture.—Sir RUSSELL BRAIN, P.R.C.P., 
will deliver the first Crookshank Lecture of the Faculty of 
Radiologists on November 18 at 5 p.m. at the Royal College 
of Surgeons, Lincoln’s Inn Fields. His subject will be 
“Some Aspects of the Neurology of the Cervical Spine.” 
The Crookshank lectures have been endowed by Captain 
the Right Hon. Harry CROoKSHANK, P.C., C.H., in memory 
of his mother. 


Leverhulme Research Awards.—Application is invited for 
fellowships and grants in aid of research. These awards are 
intended for senior workers of established position and are 
limited to British-born subjects normally resident in the 
United Kingdom ; in exceptional circumstancés the trustees. 
may waive the condition as to residence. No subject of 
inquiry is excluded from consideration, but. preference is 
given to subjects in which existing provision for research is 
inadequate. 

The duration of the awards does not extend over more than 
two years or less than three months, and the amount depends on 
the nature of the research and the circumstances of the applicant. 
Forms of application may be obtained from the secretary, Lever- 
hulme Research Awards (F), St. Bridget’s House, Bridewell Place, 
London, E.C.4. Applications must be received on or before 
December 31. Results will be announced in May, and the awards 
will normally date from September 1, 1956. 


Royal College of Physicians of Ireland—Dr. F. J. 
O'DONNELL, dermatologist to the City of Dublin Skin and 
Cancer Hospital, was elected president of the Royal Coliege 
of Physicians of Ireland at the annual meeting on St. Luke’s 
Day, October 18.. Dr. D. M. MITCHELL was re-elected vice- 
president. 


R.S.H. Annual Congress.—The Royal Society for the Pro- 
motion of Health is holding its annual congress next year 
at Biackpool from April 24 to 27. The following medical 
men have been appointed presidents of sections: Maternal 
and child health, Professor N. B. CAPON; mental health, 
Dr. KENNETH Soppy; preventive medicine, Professor 
C. FRASER BROCKINGTON ; tropical hygiene, Dr. CLEMENT C. 
CHESTERMAN ; and world health, Sir ALLEN DaLey. The 
president of the Medical Officers of Health conference will 
be Dr. C. F. WHITE. 


Doctors for Antarctic Expeditions.—The names have been 
announced of the two doctors who will accompany the 
1955-8 Trans-Antarctic expedition under Dr. V. E. Fucus 
which plans to cross the Antarctic continent. The expedi- 
tion will join a group from New Zealand under Sir EDMUND 
HiLvary about 500 miles from the South Pole. Dr. A. F. 
Rocers, lecturer in physiology at Bristoi, is to be medical 
officer and physiologist to the main party, and Dr. RAINER 
GOLDSMITH medical officer to the advance party. The latter 
is due to sail for Antarctica on November 14; the main 
party will leave in April. The Royal Society has announced 
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that Surgeon Lieutenant-Commander D. Datouiesu, R.N.. 
will lead its Antarctic expedition, whose advance party is 
due to leave from Southampton on November 24. The 







object of the advance party is to erect a geographical research 


station in the Vahsel Bay region for use during the Inter- 


national Geophysical Year (July, 1957—-December, 1958). It 
is hoped that it will prove possible to establish the Royal 
Society's Antarctic station near the Weddell Sea base 
of the Trans-Antarctic expedition. Lieutenant-Commander 
Dalgliesh has already spent two years in the Antarctic with 
the Falkland Island Dependencies Survey. 


St. Blaise and the Royal National Throat, Nose and Ear 
Hospital.—-The attractive sculpture here illustrated of St. 
Blaise, the patron saint of sufferers from throat disorders, 
has been recently erected at the entrance of the Royal 
National Throat, Nose and Ear Hospital, Gray’s Inn Road. 
St. Blaise, or Blasius, was Bishop of Sebaste in Armenia in 
the fourth century a.p. He was previously a physician. 
During the early Church’s persecution by Diocletian Blasius 
lived in a cave and became famous for the cures he wrought 








SAINT BLAISE 





PATRON SAINT OF THE THROAT 








[Ellis Sykes, London 


in animals. At this time he cured a boy with a fishbone 
stuck in his throat—the scene depicted in the sculpture— 
and it was this miracle which led to his becoming patron 
saint of those with throat disease. He was finally captured 
and suffered a martyr’s death, his flesh being torn with 
woolcombers’ irons before he was beheaded. St. Blaise 
was one of the popular saints of mediaeval times, being 
also held influential in the cure of paediatric and veterinary 
disorders. In France and Germany he was patron saint of 
woolcombers, weavers, builders, and stonecutters, for instru- 
ments of these trades were used in his martyrdom. The 
sculptor of the group at the Royal National Throat, Nose 
and Ear Hospital is Mr. Cecn Tuomas, F.R.B.S., who is 
perhaps best known as the designer of some of our new 
coins. He also designed the Coronation medal. 


Epsom College.—This year’s annual dinner of the Old 
Epsomian Club was more largely attended than usual, 
following closely as it did upon the recent centenary cele- 
brations of Epsom College. Mr. F. C. W. Capps, F.R.CS., 
president of the club, made a special appeal for contribu- 
tions to the Centenary Fund. Many medical men who were 
educated at Epsom owe much to its special provision and 
concern for the sons of doctors, and Mr. Capps appealed 
particularly to Old Epsomian doctors to contribute more 
generously than they had done to the fund. Donations 
should be sent to the Appeals Secretary, Epsom College, 
Epsom, Surrey. 


London University.—Dr. R. S. F. ScHiLina, editor of the 
British Journal of Industrial Medicine and reader in the 
Nuffield Department of Occupational Health, Manchester 
University, has been appointed reader in occupational health 


BaRNeTT has been appointed reader in anatomy at & 
Thomas’s Hospital Medical School. 


Royal College of Physicians.—Dr. K. SHIRLEY Smrtu, Pro. 
fessor A. A. MoncrieFF, Dr. W. S. C. CopeMAN, and Dr, W 
BROCKBANK were elected to the council of the Royal Co} 
of Physicians of London at the quarterly comitia 9, 
October 27. 

David Anderson-Berry Prize.—The Royal Society of 
Edinburgh will award a David Anderson-Berry Medal ang 
about £100 next year for the best recent work on the thera. 
peutic effect of x rays in human disease. Applications for 
the prize, based on both published and unpublished work, 
should be in the hands of the general secretary, Royal 
Society of Edinburgh, 22, George Street, Edinburgh, 2, nog 
later than March 31, 1956. 


U.N.LC.E.F. Greetings Cards——The United Nation; 
Children’s Fund offers sets of Christmas cards of new 
design this year, as well as the earlier sets designed by 
Duvoisin, Lewitt-Him, and Matisse. The new set, “ Holiday 
Bound,” by Legrand, shows children on holiday -in th: 
Arctic Circle, the Orient, the Americas, and the North 
African Desert. Sets of 10 cards (two of each design), with 
envelopes, cost 7s. 6d. and may be obtained from 
U.N.LC.E.F. Greeting Card Fund, 15, Victoria Street, 
London, S.W.1. The profit from one set of cards is 
enough to give 50 children milk every day for a week. 

Mr. James Woodford, R.A., has been awarded the Royal 
Society of British Sculptors medal for the best work of-the 
year. His entry was the War Memorial at B.M.A. House, 
which he designed. F 

Dr. Dorothy Makepeace, Senior medical inspector of the 
children’s department of the Home Office, was invested by 
Cardinal GriFFIN with the Order of the Holy Sepulchre of 
Jerusalem at Westminster Cathedral on October 29. 








































COMING EVENTS 


R.A.F. Medical and Dental Branches, 25th Annual 
Dinner, Savoy Hotel, November 18. Tickets 31s. 6d. from 
Hon. Sec., Air Ministry (M.A.3), Richmond Terrace, 
S.W.1. 

British Medical Students’ Association.—The fourteenth 
annual general meeting will be held in College Hail, Uni- 
yersity of St. Andrews, from November 11 to 13. The meet- 
ing will be opened by Professor G. H. BELL, dean of the 
Faculty of Medicine. The honorary president-elect is Pro- 
fessor ROBERT WALMSLEY. 


Postgraduate Course for General Practitioners, Worcester. 
—Details of half-day lecture, discussion, and demonstta- 
tion courses at Worcester Royal Infirmary on November 9 
and 16, and at Ronkswood Hospital on November 24, may 
be obtained from the Midland Faculty of the College of 
General Practitioners, 154, Great Charles Street, Birming- 
ham, 3. All practitioners are invited. 


C.M.F, Surgeons’ Club Dinner will be held at the Royal 
College of Surgeons, Lincoln’s Inn Fields, on November 12, 
7 for 7.45 p.m. Applications for tickets (30s.) to Mr. HAROLD 
BuRGE, c/o West London Hospital Medical School, 1, 
Wolverton Gardens, London, W.6. 


Ross Institute Industrial Advisory Committee._-Open 
meeting on “Health Conditions in Malaya,’ November 17 
at 2.15 p.m., at the Rubber Growers’ Association, 19, Fen- 
church Street, London, E.C.3. Professor G. MACDONALD 
will open the discussion. 

Royal Faculty of Physicians and Surgeons, Glasgow.—A 
short intensive postgraduate course in urology will be held 
from November 18 to 20. Fee three guineas. Early appli- 
cation to the registrar of the Royal Faculty, 242, St. Vincent 
Street, Glasgow, C.2, is advised, as the number attending will 
be limited to 24. 
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Faculty of Radiologists.—A postgraduate week-end course 
on diagnostic radiology and radiotherapy will be held at the 


Royal College of Surgeons on November 19 and 20. Appli- 
cations for enrolment (fee 12s. 6d.) must be in the hands of 
the secretary, Faculty of Radiologists, 45, Lincoln’s Inn 
Fields, London, W.C.2, by November 12. 


College of General Practitioners.—The second James 
Mackenzie Lecture will be delivered by Dr. G. O. BARBER 
on “Medical Education and the General Practitioner” on 
Saturday, November 19, at 11.30 a.m. in the Great Hall, 
B.M.A. House. A symposium on “The Position of the 
General-Practitioner Obstetrician To-day” will be held at 
the Imperial Hotel, Russell Square, London, W.C.1, on 
Sunday, November 20, at 10 a.m. Opening speakers : 
Dr. E. B. Hickson, “ Obstetrics in a General Practice ” ; 
Professor W. C. W. Nixon, “The General-Practitioner 
Obstetrician and the Hospitals”; and Mr. A. J. WriGLEy, 
“The Place of the General-Practitioner Obstetrician in the 
Maternity Service as a Whole.” Visitors will be welcome 
on both occasions. 


London Varicose Clinic.—-Anniversary clinical meeting, 
November 24 at 8.15 p.m. Dr. STANLEY RIVLIN will read 
a paper on “The Approach to the Ulcerated Leg,” and 
there will be films and clinical demonstrations. Refresh- 
ments at 10 p.m. Doctors wishing to attend should write 
to the secretary, London Varicose Clinic, 14, York Road, 


London, S.W.11. 


NEW ISSUES 


British Journal of Preventive and Social Medicine.—The new 
issue (Vol. 9, No. 3) is now available. The contents include: 


Factor ANALYSIS OF THE DISABILITIES OF THE ELDERLY WITH THE AID OF 
AN ELECTRONIC CALCULATOR. John Maddison, R. C. F. Smith, and O. 
Olbrich. 

ViTaL STATISTICS OF THE COUNTY OF LONDON IN THE YEARS 1901 To 1951. 
W. J. Martin. 

STATISTICAL EXPERIMENTATION IN THERAPEUTICS. Raymond Wrighton. 

CoMPARATIVE EFFICACY OF HypNoTiICcs. A SELF-CONTROLLED, SELF-RECORDED 
CLINICAL TRIAL IN NeuroTIC PaTiENTs. E. H. Hare. 

SoctaL MEDICINE STUDIES BASED ON CIVILIAN MEDICAL Boarp REcORDs. 
1V. OCCUPATIONAL AND PHYSICAL CHARACTERISTICS OF MEN WITH 
CerTAIN DiGestive Disorpers. A. M. Stewart, J. W. Webb, and D. 

ewitt. 

or MEASUREMENTS OF PRE-SCHOOL CHILDREN. W. H. Hammond. 

A NOTE ON THE OpsTETRIC EFFECTS OF WorRK DURING PREGNANCY. Alice 
Stewart. 

CHANGING PATTERN OF MORTALITY IN ENGLAND AND Wates. III. MortTa.ity 
IN Otp Ace. Wallis Taylor and Marjorie Dauncey. 


Issued quarterly; annual subscription £2 2s.; single copy 
12s. 6d.; obtainable from the Publishing Manager, B.M.A. 
House, Tavistock Square, London, W.C.1. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, November 7 

Lonpon UNIversiITy.—At King’s College, 5.30 p.m.. special university 
lecture by Professor C. Sadron (Strasbourg): Morphology of Large Chain 
Molecules. 

POSTGRADUATE MepicaL Scuoot oF LOoNDoN.—4 p.m., Dr. Dermod 
MacCarthy: Hypertension in Childhood. me 
SOCIETY OF APOTHECARIES OF LONDON.—4.30 p.m., Dr. R. S. F. Schilling: 

Byssinosis ; 5.45 p.m., Dr. A. J. Amor: Industrial Hazards. 


Tuesday, November 8 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of Hygiene 
and Tropical Medicine, 5.30 p.m., Dr. O. G. Edholm: Effects of Cold on 
Man. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. R. H. Meara: Skin Testing. 

@INsTITUTE oF NeuROLOGY.—5.30 p.m., Dr. M. J. F. McArdle: Facial 
Pain. 

MANCHESTER MeEpicaL Socrety.—At Manchester University, 8 p.m., Section 
of Surgery. Mr. H. R. Thompson: Anal Fissures and Fistulac. 

@Oxrorp University Mepicat Society.—At. Radcliffe Infirmary, 8.15 p.m., 
Dr. H. M. Sinclair: Untrodden Paths in Physiology: Laughter and 
Yawning. 

St. Mary’s Hosprrat Mepicat ScHoo.t.—At Wright-Fleming Theatre, 
5 p.m., Mr. W. Hawksworth: Clinical Value of X-ray Pelvimetry. 

West Enp HospiTaL FOR NEUROLOGY AND NEUROSURGERY.—5.30 p.m., 
Mr. G. C. Knight: Diagnosis of Spinal Compression. 


Wednesday, November 9 


CoLLEGE OF GENERAL PRACTITIONERS.—At Worcester Royal Infirmary, 
3.30 p.m., Dr. J. O. Terry: Diabetes and the Newer Insulins. 

HARVEIAN SociETy OF LONDON.—8.15 p.m., Sir Stanford Cade and Dr. 
Gwen Hilton: Results of Radiotherapy in the Treatment of Cancer. 
INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. H. Haber: Squamous Cell 

Epithelioma. 
INSTITUTE OF DISEASES OF THE CHuESsT.—S p.m., Mr. O. S. Tubbs: Mitral 
Valvotomy, 


INSTITUTE OF OrTHOPAEDICS.—8 p.m., Professor R. I. Harris (Toronto): 
Syme’s Amputation. 


_-INSTITUTE_OF UroLoocy.—4.30 for 5 p.m., Dr. A. R. Harrison: Tests of 


Renal Function. 

OxrorD UNIversity.—At Radcliffe Infirmary, 5 p.m., Litchfield Lecture by 
Professor Carl Semb (Norway): ial Resection of the Kidney. 
Anatomical, Surgical, and Physiological Aspects. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Dr. L. P. R. 
Fourman: Salt and Water Metabolism. 

ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF GLASGOW.—5 p.m., Burns 
Lecture by Prefessor J. B. Kinmonth: Surgery and Investigation of 
Lymphatic Disease. 

Royat INsTITUTE OF PusBLIC HEALTH AND HyYGIENE.—3.30 p.m., Major- 
General B. K. Young: Accidents—Are They Really Necessary ? 

ROYAL SOCIETY OF TROPICAL MEDICINE AND HYGIENE: EDINBURGH BRANCH.— 
At West Medical Theatre, Edinburgh Royal Infirmary, 5 p.m., Dr. 
Frederick J. Wrigat: Brucellosis Past, Present, and Future. 

St. Mary's Hospitat Mepicat ScuHoot.—At Wright-Fleming Theatre, 
5 p.m., Dr. J. W. Todd: lecture-demonstration in psychiatry. 

St. MARYLEBONE HOosPITAL FOR PSYCHIATRY AND CHILD GUIDANCE.— 
5.30 p.m., Dr. B. G. Parsons-Smith: Value of the Electroencephalogram 
in Clinical Psychiatry. 

UNiversity COLLEGE LoNDON.—At Physiology Theatre, 5.30 p.m., special 
university lecture by Professor S. Hérstadius (Uppsala): On the Deter- 
mination of the Bilateral Symmetry in the Sea-urchin Egg. 


Thursday, November 10 


ALFRED ADLER MEDICAL SocreTy.—At 11, Chandos Street, W., 8 p.m., 
Dr. J. C. Sawle Thomas: Psychiatric Administration. 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—-At London School of Hygiene 
and Tropical Medicine, 5.30 p.m., Dr. A. C. Dornhorst: Physiology of 
Lower Oesophagus and Cardia. 

GLassow UNIVERSITY MEDICO-CHIRURGICAL SOCIETY.—7.30 p.m., Professor 
D. F. Cappell: Developmental Precocity. 

Guturig Society.—At Meyerstein Lecture Theatre, Westminster Hospital 
Medical School, 8 p.m., Dr. C. Keith Simpson: Crime and the Doctor. 

HONYMAN GILLESPIE LecturEs.—At University New Buildings, Teviot 
Place, Edinburgh, 5 p.m., Dr. C. R. S. Jackson: The Ageing Eye. 

@INsTITUTE OF OBSTETRICS AND GYNAECOLOGY.—3 p.m., Professor A. M. 
Claye: Dyspareunia. 

LiverPpooL MEDICAL INSTITUTION.—At Broadgreen Hospital, 2.30 p.m.. 
afternoon clinical demonstration. 

@LONDON MarriaGe Guipance Councit.—At 39, Queen Afine Street, W., 
7 p.m., Dr. J. F. Tuthill: Physiological Treatment of Impotence. 

@NUvFFIELD OrtTHOPAEDIC CENTRE, Wingfield-Morris Orthopaedic Hospital, 
Oxford, 8.30 p.m., Professor J. Trueta: Considerations on the Present 
Treatment of Skeletal Tuberculosis. 

RoyaL COLLEGE OF PHYSICIANS OF LONDON.—S5 p.m., Bradshaw Lecture by 
Dr. D. J. Williams: Emotions Arising in Epileptic Attacks. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Moynihan Lecture by 
Professor L. Deloyers (Brussels): Description and Justification of a New 
Curative Operation for Peptic Ulcer—Reversed Gastrectomy. 

Roya Eye Hospitat.—5.15 p.m., Dr. T. H. Whittington: Aspects of 
Refraction (5). Myopia and Myopic Patients. 

St. ANDREWS UNIVERSITY.—At Physiology Department, Queen’s College, 
Dundee, 5 p.m., Professor H. G. Callan, D.Sc.: Structure of Chromo- 
somes. . 

St. Georce’s Hosprrat Mepicat ScHooL.—S5 p.m., Sir W. P. Mallinson: 
postgraduate demonstration in psychiatry. 

SOCIETY OF APOTHECARIES OF LONDON.—4.30 p.m., Sir Clement Price 
Thomas: Surgical Treatment of Pulmonary Tuberculosis; 5.45 p.m., 
Mr. J. C. Hoyle: Medical Treatment of Pulmonary Tuberculosis. 


Friday, November 11 


@INsTITUTE OF DERMATOLOGY.—5.30 p.m., clinical demonstration by Dr. 
H. J. Wallace: Eczema. 

INSTITUTE OF DISEASES OF THE CHEST.—5 p.m., clinical demonstration by 
Sir Clement Price Thomas. 

Os_Ler CLuB oF LONDON.—At 7, Albemarle Street, W., 8.15 p.m., ** Hobbies 
Evening’’ in honour of Sir D’Arcy Power (November 11, 1855-1941). 
Speakers: Mr. W. R. Le Fanu, Dr. A. W. Franklin, Dr. C. E. Newman, 
Dr. C. G. Teall, Mr. N. M. Matheson, and Mr. W. J. Bishop. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—{1) 2 p.m., Mr. J. A. C. 
Fleming: Irradiation Injuries in Clinical Practice. (2) 4 p.m., Dr. J. B. 
Gaylor: Problem of Facial Pain. 

Royal COLLEGE OF PHYSICIANS OF EDINBURGH.—5 p.m., John Matheson 
Shaw Lecture by Dr. C. A. H. Watts: Neuroses in General Practice. 
@Society FoR CULTURAL RELATIONS WiTH THE U.S.S.R.—8 p.m., film and 

lecture: Soviet Psychology To-day. 


Saturday, November 12 


@INsTITUTE OF OBSTETRICS AND GyYNAECOLOGY.—11.15 a.m., Professor I. 
Donald: Pitfalls in Forceps Delivery. 9 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Holmes.—On September 19, 1955, at the Western General Hospital, Edin- 
burgh, to Doreen, wife of Dr. Roy Holmes, a daughter. 

Penney.—On October 19, 1955, to Belinda (formerly Rudd), wife of 
G. St. John Penney, M.B., B.Chir., D.C.H., of Bishop’s Castle, Shrop- 
shire, a son—Adrian Peter St. John. 

Tighe.—On October 14, 1955, to Nora (formerly Cregan), wife of Dr. 
J. R. Tighe, of 101, Ashted Row, Birmingham, a son—Michael Anthony. 


DEATHS 


Adamson.—On October 5, 1955, in a hospital, Hove, Oswald John William 
Adamson, M.R.C.S., L.R.C.P., of 24, Cromwell Road, Hove, Sussex. 
Hickey.—On September 24, 1955, Waiter Hickey, M.B., Ch.B., of The 

Close, Bentinck Road, Altrincham, Cheshire, aged 84. 

Neal.—On October 2, 1955, John Barker Neal, T.D., M.R.C.S., L.R.C.P., 
es Colonel, R.A.M.C., of 8, Hampshire Cross, Tidworth, Wilts, 
age . 

Noble.—On September 27, 1955, Alexander Noble, M.B., Ch.B., D.P.H., 
D.T.M.&H., of 196, Upper Clapton Road, London, E. 

Wise.—On September 29, 1955, at Morden, Surrey, Walter Frederick 
Wise, M.R.C.S., L.R.C.P., aged 81. 

Woodford.—On October 2, 1955, at Holly Lodge, Abingdon, Berks, 
Edward Vivian Russell Woodford, M.R.C.S., L.R.C.P., aged 85 
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Any Questions ? 








We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Antihistamines and Sulphonamides for Recurrent 
Colds 


; Q.—What place have antihistamines and sulphonamides 
in the prevention and treatment of recurrent colds? What 
advice should be given to a young adult who gets repeated 
colds ? 


A.—In a carefully controlled study by Feller and his 
associates’ it was found that antihistaminic drugs did not 
influence the course of infections induced in volunteers by 
the inoculation of cold virus, even if therapy was started 
xefore exposure. On the other hand, antihistamines, like 
aspirin, alcohol, and opium derivatives, may give symptom- 
atic relief. Sulphonamides should not be used in the pre- 
vention and treatment of recurrent colds, because there is a 
suspicion that this practice sometimes leads to the develop- 
ment of disseminated lupus erythematosus. They should 
be prescribed only when there is clear evidence of secondary 
infection, and even then penicillin may be safer. A young 
adult who is subject to repeated colds should have his nose 
and throat examined to exclude sinus infection or infected 
tonsils, and the chest should be x-rayed to exclude tuber- 
culosis. It should also be made certain that he is suffering 
from recurrent coryza and not allergic rhinorrhoea. He 
should be advised to avoid public gatherings so far as 
possible and to get out into the fresh air. Vitamins, parti- 
cularly A and D, and a course of inoculations of anti- 
coryza vaccine may be prescribed, but these are frankly 
placebos. 


REFERENCE 
' New Engl. J. Med., 1950, 242, 737 


Flattening of Anterior Arch of Foot 


Q.—What treatment is advised for flattening of the 
anterior arch of the foot? What type of shoe is recom- 
mended ? 


A.—Flattening of the anterior arch of the foot is almost 
confined to women, and it is probable that the wearing of 
high-heeled shoes has something to do with its development. 
Quite certainly the wearing of high-heeled shoes is the cause 
of persistent symptoms. The wearing of such a shoe must 
necessarily bring the heads of the metatarsals to the ground 
at an angle, with dorsiflexion of the toes, thus exposing the 
heads of the metatarsals to weight-bearing. The first obvious 
line of treatment therefore is avoidance of very high-heeled 
shoes whenever possible. The second, and very effective, 
therapeutic measure is the wearing of a metatarsal pad. 
These are best made of sponge-rubber glued to a leather base 
and with a leather covering. The pad should be firm and 
should fit behind the heads of the second, third, and fourth 
metatarsals. If properly placed and made, it will nearly 
always relieve the symptoms. Physiotherapeutic measures, 
such as exercises and faradic footbaths, are used, but are of 
doubtful value. Sometimes an acute pain is experienced, 
due to some minor injury, which disappears after a few 
days or weeks ; for its treatment a temporary pad of chiro- 
podist’s felt is adequate. 

A rather similar pain to the pain of a dropped transverse 
arch is that seen in Morton’s metatarsalgia. Characteristi- 
cally, however, this radiates into the toes and there is often 
hypoaesthesia in one of the digital clefts. This pain is due 
to a neuroma on a plantar digital nerve and treatment is by 
excision, In its early stages it may closely mimic a dropped 
transverse arch. 


ANY QUESTIONS ? 









Pleurodesis in Recurrent Pneumothorax 


Q.—What are the risks to the patient and the chances of 
success of the operation of pleurodesis performed for the 
cure of recurring, uncomplicated, spontaneous pneumg. 
thorax ? 


A.—Pleurodesis or obliteration of the pleural space may 
be produced by means of chemical irritation of the pleura, 
Many substances have been tried for this purpose, and of 
these a 10% solution of silver nitrate is probably the mogt 
commonly used, The silver nitrate solution may be applied 
directly to the lung under thoracoscopic vision, or may be 
injected into the pleural space. The injection is almost 
always followed by a good deal of pain. If the pneumo- 
thorax is the result of large pulmonary cysts, the most effec- 
tive treatment is likely to be excision of the part of the 
lung containing the cysts. Apart from this, the treatment 
of uncomplicated, recurring, spontaneous pneumothorax by 
means of pleurodesis is effective and involves little risk 
to the patient. The inquirer is referred to the comprehen- 
sive article by Brock.’ 

REFERENCE 
1 Brock, R. C., Thorax, 1948, 3, 88. 


Association of Capillary Naevi with Intracranial Lesions 
and Epilepsy 

Q.—A baby gir! of a few months of age is, at the moment, 
“on trial” prior to adoption. She has a small capillary 
naevus about 2 mm. in diameter on the scalp near the vertex. 
The prospective parents have been told that such a child 
may have an intracranial naevus as well and that there is 
an appreciable risk of epilepsy in later years. I would be 
much obliged if you could give me an idea of the extent 
of this risk. So far as is known there is no history of 
epilepsy in the families of the true parents of the child, and 
there are no neurological findings to suggest an intracranial 
lesion. 

A.—Capillary naevi are by no means uncommon. Very 
rarely an angiomatous condition of the skin is associated 
in later life with symptoms attributable to a comparable 
intracranial lesion. The Sturge-Weber syndrome is an 
instance. Adequate figures of incidence are not ‘avail- 
able. The risk of epilepsy is not such as to warrant any 
change in plans on the part of the adopters if they have a 
real affection for the baby in question. The prospective 
parents have probably been unduly alarmed. Parenthood 
and adoption involve the acceptance of “ risks,” innumer- 
able in number and variety, and the specific risk in question 
is very much less than many which cannot be anticipated 
and are therefore not a source of concern. 


Maternal Virus Infections and the Foetus 


Q.—After what virus diseases in early pregnancy have 
malformations been reported which can be ascribed to the 
infection? At what stage of pregnancy is the foetus safe 
from such adverse effects? My wife, who is five months 
pregnant, has got mumps. Is there any risk in her case? 


A.—Foetal malformation, abortion, intrauterine death, 
and premature labour have been ascribed to mumps, 
measles, chicken-pox, herpes zoster, influenza, virus pneu- 
monia, infective mononucleosis, poliomyelitis, infective 
hepatitis, smallpox, and probably other virus diseases occur- 
ring in the pregnant woman. In most reports, however, the 
number of cases is small and the evidence is not of statistical 
significance. Moreover, there is sometimes doubt whether 
some of the alleged ill effects on the foetus are the 
result of the specific infection or of the associated pyrexia 
in the mother. Nevertheless, the total evidence suggests that 
if a virus infection is contracted during the first 12 weeks 
of pregnancy it can cause foetal malformation, the extent 
of the risk being as yet undetermined. The literature on 
this subject has been reviewed by Kaye, Rosner, and Stein,’ 
and these authors should be consulted. They reckon that 
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there is a 20% risk of foetal malformation among mothers 
contracting virus diseases other than rubella during the 
first trimester Of pregnancy, the figure for mumps alone 
being the same. This is to be compared with an expected 
incidence of 1 or 2% malformations. After the 12th week 
the risk is very slight, and after the 16th week, as in the 
case in question, it is negligible. 

The association of foetal malformations with maternal 
rubella is proved beyond all doubt. During the virulent 
Australian epidemics in 1914, 1923, and 1937, 80 to 100% 
of the women who became infected early in pregnancy were 
reported to have had malformed children. These original 
estimates have now been reduced and most authorities put 
the risk at 40%, and it may be less among a community 
resistant to rubella or exposed to strains of low virulence. 
Here again, however, it is clear that most danger lies when 
the disease is contracted during the first two months of 
pregnancy and especially the first month. After the 16th 
week it is practically non-existent so far as malformation 


is concerned. 
’ REFERENCE 


1 Kaye, B. M., Rosner, D. C., and Stein, I. F., Amer. J. Obstet. Gynec., 
1953, 65, 109. 


Electric Baths 
Q.—What exactly is the electric bath? 


A.—The only type of electric bath at all in common use 
at the present time is the faradic foot-bath for painful flat 
feet. Occasionally sinusoidal baths, in which either the foot 
and leg up to the knee, or the hand and forearm up to 
the elbow, can be treated, are prescribed for oedema or 
chilblains. 

The galvanic arm- and foot-bath and the four-cell Schnee 
bath are now almost never used in up-to-date physio- 
therapy. Iontophoresis, once used for arthritis, has also 
fallen into disuse, though recently a case has been made by 
Coyer' for giving citrate iontophoresis for rheumatoid 


arthritis of the hands. 
REFERENCE 


1 Coyer. A. B., Ann. phys. Med., 1954, 2, 16. 


Tetra-ethyl Lead and Lung Cancer 


Q.—Has tetra-ethyl lead, which is added to motor fuels 
as an “ antiknocking”’ agent, been investigated as a possible 
aetiological factor in lung cancer, and, if so, with what 
results ? 


A.—The importance of tetra-ethyl lead in relation to lung 
cancer has often been suggested, but so far as I know has 
never been investigated. The conclusive proof of any direct 
causative relation to human bronchial cancer would be just 
as difficult as in the similar case of any known constituent 
of tobacco smoke—for example, 3:4 benzpyrene or arsenic. 

The addition of tetra-ethyl lead to petrol as an anti-knock 
became widespread during the 1930's. In the United States 
the Ethyl Corporation has reported on some studies on the 
amount of lead escaping in exhaust gases. Lead chloride, 
lead bromide, lead oxide, and lead sulphate have been 
identified in exhaust gases from engines using leaded petrol. 
About 50% of the particles are greater than 5» diameter 
(rising to 70% during acceleration) and 6% less than Ip. 
It appears that much of the lead may be deposited in the 
exhaust pipe in the first instance, breaking away again in 
flakes during acceleration. Ethylene dichloride and ethy- 
lene dibromide are normally added to leaded fuels, leading 
to the emission of some hydrochloric and hydrobromic acid. 
Where tricresyl phosphate additives are used too, lead phos- 
phate may be emitted. 

Determinations of the concentration of lead in the air can 
quite readily be carried out by collecting particulate matter 
On glass-fibre filters (or electrostatically) and analysing by 
are spectrographic methods. Another method, involving 
collection by impingers, the lead being determined by a 
colour reaction, has been used. Analyses of the lead in the 
air in London and in Cincinnati have given amounts ranging 
from I to 4 ~g. per cubic mm. We do not\know what 


fractions of this lead are derived from petrol, coal fires, 
industrial processes, and natural radioactive compounds. 
However, no excess of lung cancer in persons most ex- 
posed to petrol vapour has been demonstrated, and so far 
as I know no form of lead has been shown to be carcino- 
genic. 
Triple Sulphonamide Mixtures 


Q.—What are the advantages of preparations of mixed 
sul phonamides ? 


‘ A.—Constant readers of the British Medical Journal with 
reasonably long memories should be familiar with this sub- 
ject, since some of the principal papers by Dr. David Lehr, 
of New York, the leading advocate of this method of treat- 
ment, appeared in our columns.’ ?* 

Two advantages are claimed for these mixtures. Each 
component in a mixture unquestionably retains its individual 
solubility in the urine, and since the dose of each is small 
the risk of crystalline deposition and consequent blockage 
of tubules or ureters is much reduced. Lehr also maintains 
that similar considerations apply to the risk of sensitization: 
this is much less apt to result from therapy if the con- 
centration in the blood does not rise above a critical level, 
and the concentration of the individual component in a 
mixture is again said to be the determining factor. 

REFERENCES 
1 British Medical Journal, 1947, 2, 943. 


2 Ibid., 1948, 2, 543 
5 Ibid., 1950, 2, 601. 


Chromosome Value of Cancer Cell 


Q.—What is known about the chromosome value of the 
cancer cell ? 


A.—The number of chromosomes in the cells of animal 
and human tumours has been the subject of study of many 
investigators. 

The chromosome number of the cancer cell is very vari- 
able, although in some tumours a modal value at or about 
a simple multiple of the haploid number of the species has 
been found. Thus Hsu,’ examining a human metastatic 
melanoma grown in tissue culture, found, out of 92 cells 
counted, no fewer than 34 having the diploid number. Of 
the rest, only a few fell outside the limits of variation found 
in normal somatic tissues. On the other hand, in a recurrent 
human liposarcoma, out of 84 cells counted none contained 
the diploid number of chromosomes, the lowest count being 
57 and the highest 346. Many cells were seen with a chromo- 
some number far in excess of this figure (one shown in a 
plate is estimated at about 1,000), but could not be counted 
accurately. In an adenocarcinoma of the rectum described 
by Koller,? the chromosome number showed great- variation 
between narrow limits, cells with 36, 32, 24, and 16 chromo- 
somes being the most numerous. The lowest count out of 
200 cells was 13 and the highest 48. Haushka and Levan,° 
relating the chromosome ploidy to host specificity of 16 
transplantable tumours of mice and rats found that, 
although all the tumours examined were complex hetero- 
ploids, the modal values showed either the diploid number 
(40 in the mouse) or were centred around the tetraploid 
region. Makino and Kano,‘ and more recently Yosida,° 
report that in certain tumours of the rat there is present 
a strain (or strains) of tumour cells which remain unaltered 
in chromosome individuality through successive transplant 
generations. These strains. they state, can be recognized 
by the morphology of the individual chromosomes, which 
in the Takeda sarcoma are subtetraploid in number. 

This answer is limited to reference to some of the more 
recent work on the subject. The inquirer should not. 
however, neglect the papers of earlier investigators, and that 
of Levine* is recommended both for its intrinsic interest 
and as an excellent source paper. 

REFERENCES 


' Hsu, T. C.. J. nat, Cancer Inst., 1954, 14, 905. 

2? Koller, P. C.. Brit. J. Cancer, 1947, 1, 38. 

3 Haushka, T. S., and Levan, A., Exp. Cell. Res., 1953, 4, 457. 
4 Makino, S., and Kano, K., J. nat. Cancer Inst., 1953, 13, 1213. 
5 Yosida, T. H., Gann., 1954, 45, 9. 

6 Levine,,M., Amer. J. Cancer, 1931, 15, 144, 788, 1410. 





1158 Nov. 5, 1955 


ANY QUESTIONS ? 


MEDICAL JouRNA, 








—_— ——__ 


Tolerance to Drugs and Alcohol 


Q.—is increased tolerance to drugs of addiction to be 
explained entirely on a basis of increased rate of metabolism, 
or does the cerebral cortex, for example, develop some 
degree of resistance to their effects? I have in mind the 
effects of alcohol, especially from the medico-legal point of 
view as it affects the motorist suspected of being under the 
influence of drink. Have any investigations been made to 
compare the reactions of subjects after known doses of 
alcohol, and their blood and urine alcohol levels, in which 
some are habitual drinkers and others not? If so, is there 
any difference between the two groups ? 


A.—lIn the case of some drugs, such as morphine, there 
is evidence that increased tolerance in addicts is partly due 
to an increased rate of oxidation. There is also, however, 
a diminished sensitivity of the cells of the central nervous 
system, and with alcohol this is the main factor in acquired 
tolerance. The individual may also learn to adjust himself 
to the effects of alcohol by a process of learning similar 
to that adopted by sufferers from organic lesions of the 
nervous system such as tabes. It should be emphasized 
that the degree of tolerance which can be established to 
alcohol is much less than to drugs of addiction such as 
morphine and pethidine. 

Goldberg’ has studied in considerable detail the reactions 
of normal and habituated subjects after known doses of 
alcohol and has correlated the results with blood alcohol 
levels. He used six different tests. There is less impair- 
ment of function after the ingestion of a given dose in 
a habitual than in an occasional drinker. The blood 
alcohol level at which function begins to be impaired rises 
as one passes from abstainers through moderate drinkers to 
heavy drinkers. Heavy drinkers can take quantities of 
alcoholic liquor which make an occasional drinker vomit. 
However, although they show less reaction to a given amount 
of alcohol, it is found in practice that with free access to 
drink heavy drinkers consume much more than occasional 
drinkers and so achieve higher blood levels and a consider- 
able degree of impairment of function. In other words, the 
heavy drinker drinks primarily in order to obtain the full 
effects of alcohol on his nervous system and succeeds. That 
is why he is dangerous in charge of a vehicle. 


REFERENCE 


Goldberg. L., Proceedings of First International Conference on Alcohol and 
Road Traffic, 1950, p. 87. Kugelbergs Boktrycki. Stockholm. 


Vulval Hairs on Young Girl 


Q.—Is the growth of a few delicate vulval hairs on a 
young girl, aged barely 8 years, of any significance if she 
otherwise appears to be perfectly healthy and normal ? 


A.—Almost certainly this finding is of no significance. 
The patient should, however, be kept under observation, and, 
if menstruation should set in before the age of 9, further 
investigation would be advisable. 


Treatment of a Backward Youth 


Q.—Is there any treatment which can improve the intelli- 
gence or performance of backward children? My patient is 
a boy of 17 with an 1.Q. of 50. 

A.—Intelligence is what is measured by intelligence tests. 
At 17 with a reputed I.Q. of 50, presumably assessed on the 
Stanford-Binet, it should be possible to improve this boy’s 
performance. It is assumed that there are no specific motor, 
visual, or auditory defects which need attention ; and also 
that the defect has been present from an early age and is 
not the result of recent disease. The important thing at 
this stage is to adapt him to some suitable and simple occupa- 
tion. If his behaviour is good and he is willing, this should 
be possible. There is no medical treatment in the strict 
sense which will alter either his 1.Q. or his performance, and 
the problem is one of training. He should not be over- 
protected, and efforts should be made to employ him as soon 
as possible, though it will be necessary to find a sympathetic 
employer. It may be necessary also to try more than one 


employer before the right job is found. A great deal 
depend on the ability of the parents to continue to proyj 
a home for the boy. ; 


Prognosis of Simple Cystinuria 


Q.—What prognosis should one give to the parents of 
2-year-old child who is found to have cystinuria? : 
child appears to be in good health at present. She 
sodium citrate be given for life to prevent the formati 
of cystine stones ? 


A.—It is assumed from the question that cystinurig 
the only abnormal finding and that there is no evidence of - 
dwarfism, rickets, or acidosis which might lead to the mo 
serious diagnosis of cystinosis. ; 

The prognosis of simple cystinuria depends on these” 
patients’ liability to form cystine calculi in their urinary — 
tracts, and this may be further complicated by infectiog 
About 4% of cystinurics form calculi, and this particularly 
occurs in the young. As the degree of cystinuria varies jj” 
different patients, so will the liability to form calculi, ~ 

Treatment should be on the following lines : a relatively 
low protein diet—about 1 g. per kg. body weight daily, a 
liberal fluid intake, and maintenance of an alkaline or neutral 
urine. In the absence of more efficient methods of treatment 
these measures should be continued for life. Infection of 
the urinary tract should be treated promptly and vigorously, 
and it would be worth while considering giving a urinary 
antiseptic such as ammonium mandelate over a long period” 
if the patient is susceptible to urinary tract infections. 


ah 


NOTES AND COMMENTS 


Dog Bites.—Mr. C. L. Heantey (London, E.1) writes: There 
is very frequently a cause for a superstition. The dread of gettii 
“ lockjaw " from a cut between the thumb and forefinger (“* Notes” 
and Comments,” October 15, p. 982) was a well-justified one in” 
the days when 90% of people repaired their own footwear, which” 
were mired in the mud from horse-infested streets. The amateur 
shoe-repairer frequently cut into the thumb web as he cut towards 
himself with a curved paring knife, and in the pre-antitetanice 
serum days this was frequently fatal. Antitetanic serum is given” 
so often that it is impossible to tell when it is given of necessity” 
The cases that occur are usually the exceptional ones. I have” 
seen tetanus from a cat scratch and in burns, but not from a dog? 
bite, because here the tradition is to give antitetanic serum. The 
dog, unlike the cat, is a carrion-eater and not averse to manure, 
The degree of laceration of the tissue, of course, is important. 


Treatment of Coccydynia.—Dr. E. F. BiumsBerc (London) 
writes: I have treated over the last 15 years some 37 cases of 
coccydynia (“ Any Questions ?” September 3, p. 629), mostly 
due to a fall or intrapartum trauma. Injections of short- or 
long-lasting local analgesics, as well as prolonged physiotherapy,” 
had been tried in all of them without success. The application 
of gamma rays (hard radium rays) from a distance of 1.5 cm, 
20 mg. for about three hours, proved successful in all of them. 


Correction.—In our account of the meeting on juvenile epilepsy” 
sponsored by W.H.O. (October 22, p. 1037), it was wrongly 
stated that Dr. Romanes Davidson was from England. He is 
medical superintendent of the Orphan Homes of Scotland and” 
Colony for Epileptics, Bridge of Weir, Renfrewshire. 





Books of “ Any Questions ?°—The second and third volumes) 
of “ Any Questions ?”” are available, price each 7s. 6d. (postagt 
6d.). from the Publishing Manager, B.M.A. House, Tavistock 


Square, London, W.C.1, or through any bookseller. Each com 
tains some 200 selected expert answers, and the third volume 
cumulative index to the three published books. 
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